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[!»*« 1 1 
(I) 
Kfcl] 




C0 2 R 4 



JK^ Cl-47JVn^vi, ihni, h'J^n^f^S, h'J^n^ M; 
^n^fWti, y7^i> Cl-47Wft*, £*:t±NR 7 R 8 £ R 
7 ^itrR 8 tt^ttwafcfcLT, TKStMi 1 , *fc»4C l-4 7;v+^^^tc ) * 
r 3 i±ijbm3mo^uy>m^W^fix^x^ «fcv>c l - 8 y;v*;^ 
ifcli7xi^ita*)U R 4 ttTKJRlR^, *fc»±C 1-87**A'****>U R 

^ 4 _ ( b i; 7 ;vtn^ h*v) 7i-JVi, 4- (h'J7Wn^^) ^'JyV 
2, 2-v'7J^n-l, 3-^^/vt^rV-^-5-^^*> 4-7 
i^^'jyy-l-^*, 4-7x-;v^7'7>-l-^^> 1. 3-ytK 
D _2H->fvr/K-^-2-'f^ 4- (4-7nn7 fc'^v^-l- 
Sfcli3, 4 -yt Kn- 1 H--f >- 2 ->f )l/3fe"C*4IS*3l lvSM 

umm 3 1 N . , „ 

2, 2-y7JVtD-l, 3-^>V*yt*V-^-5-'f^ ttz 
(±3, 4-y'tKn-lH-'f7^yV>-2-^ ;i^T?£ £ft^ 2 WM<Oit^m o 

W»**4] x , ,, t 

(1 ) [ 3 _ (2- |5->^^-2- [4- (f'j7JVtn^f;V) ti^Vv^-l- 

_ 1} 3 _^ 7 y_ ; v_4 ;w| -^h*v) S^m> (2) [3- (2 

_ j 5 _^ yy n 2 - [4- (h'J7)^n^f;v) 7 jl — ;w] -1. 3-^^-9" 

y-ju- 4 -4;H x^y) -4-^f^7x-^] m (3) [3- (2- 15- 

xf ;V- 2 - [4- (f'j7;Vto><f^) fcT^'J v>- 1 --OH -1. 3-f77- 

;V _4_^;H x^y) -4->f^7x-;V] ftfe (4) [3- (2- |5--fV 

- 7 - nt f ;J ,_ 2 - [4- ( h >J b 3m>) 7x^;v] -1, 3 -^-^r^V-^- 4 

-^;H xf^y) -4-^f)l'7x^] MU (5) (3- |2~ [2- (2, 2- 

y' 7 ^n-i, 3-^W*V-A'-5-'f*) 7 7*n^- 1, 3-* 

4 '_^ ;l/ ] jib#y/| -4->f^7x^) SH> (6) [3- (2- I 

5 2 - [4- (h'j7^*n>f*i/) -l, 3 ;w- 

4->f;H xKv) -4-^^7xx;l/] ftfe (7) (3- |2- [2- (2, 2 
3 - V y* t 7 - ^ " 5 - ;V ) - 5 - ^ f ^ " 1 . 3-**^ 
>/_;V- 4 _ /f ,v] xf#y| -4-^f;V7xx;v) (8) [2-7^*^-3 

_ ( 2 - j5_^^;p-2- [4- (b'j7^tn^f;i/) fcf^ V v V- 1 - 4 -1 
3 _ f - Tv r_ ;V _4 Jih^V) (9) (2-7^*n-3- 
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j2- [ 5 -> 2 - (4 -7x-;i/^'j s jy- l -l, 3-^7V-;v 

-4-/f;V] ih+y| 7x^) BE (10) (3- 12- [5->^^-2- (4 
-7x-;Hi , ^7^>-l-'f^) -1, 3 -f-TV-;W- 4 ->f ;V] -X-b*->| 
>W fifeBU (11) (3- |2- [2- (1, 3-ytKn-2H-fvr/K-;W-2 
-^f;V) -5-^^JV-l, 3-f7 , /-^-4-^] ih^->| -2-7Wn7i 

(12) [3- (2- |2- [4- (4-^OD7x-;v) 
-W>U] - 5 f-;U- 1 , 3-f7V*-^-4-f;H ,xf*->) - 2-7WD7x 
ftgfc % ifcli (1 3) (3- 12- [2- (3, Kn-IH-^V^^J 
>-2--f;V) - 5 -ff-)V- 1 , 3-^7^-^-4-^^] ih^-vl -4 

7x-;u) f^m-e*^i»*«ilB«^fc^o 

5 ] 

i&#3Iisb*w>— «s* (i) T^sft-MfrMlK *w&*;fci±*©i&«E*D«K $fcii*<& 

6 ] 

7 ] 

P P AR/^P P AR 6 -C&*ffi&9(6flB4t«>&A'lfeo 

p p ar ^^tt^m^fliJflL^t fettjB»^-e 7iBm<^«%o 

Ml** 9] 

w*« i Eifto— (i) ^sii-Mfrfrw, -e^t fctt-€-o»«tJfn», t/^ti-e-o 

7nK7'^t> MTPia»m> HMG-C o A»7G*3Rlfi#*, X^7V>y^^~ 
^Ifi, 7^7-hWJ, ACATIfi, 5-y#*5/^— tfBWS, 3^ 

i o j 

7*n K5y ^<9*»**l*?Llfr* - t P P AR^ttSJIJRO^Rf 
[ft** 1 1 ] 

P P A R4HaEte«JR0>^l»* J: OV* fcttf&*M ^fe©H^ 1 ffim<S>-fl£:£ 
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[SllftHr] 
[0 0 0 1] 

[0 0 0 2] 

ft&&fc^jb&^fr***sV — &WM&f&&ik$&fc (Peroxisome Proliferator Activa 
ted Receptor ; &T> PPARi B&IB't" & ) 3*LTV>a 0 PPAR14, 

tli«, 5, y 6D3tt«^^J^tLTV^ (J. Steroid Biochem. Mol. Biol., 51, 157 ( 
1994) ; Gene Expr. , 4, 281 (1995) ; Biochem Biophys. Res. Commun. , 224, 431 (1 
996) ; Mol. Endocrinol., 6, 1634 (1992) #HS) 0 ZblZ, y ffltt±fcllt«F*i»U % 

»W*t£^&:h/f*»fl9fcS&3IL-CV>.& C fc*»jffletfCV>* (Endocrinology., 137, 3 
54 (1996) #HB) o 
[0 0 0 3] 

td^-C, tf*^'J *7*7. 9 s7V9Vs* Dv^'jrA hn^'j^v^/f 7 
7';y>»*#li, >f>^VV*WSIi (NIDDM) LXtobtiX 

[0 0 0 4] 

£H60f77'J y > W©»ffiKlieS^-^**P P AR y P 
PAR7<^<e¥ffi'tt*lti^:$**^fc** J WWL-CV»* (Endocrinology., 137. 4189 (19 
96) ; Cell., 83, 803 (1995) ; Cell., 83. 813 (1995) ; J. Biol. Chem. , 270, 129 
53 (1995) #RB) o ftot, PPARy^¥t^***3*&PPAR7«tefl:SU ( 

PPAR/7^ MiPPARriait^i^Mt^-t^ibnTV^ 
(Genes & Dev., 10, 974 (1996) #R8) P P AR y fci* 

p P A R 7 S 6 S * oi&K * *iJn * * £ H#J & EaJ* «j ir^ffl # x. e> » 
[0 0 0 5] 

^rtSS-frPPARy «IBJttf«lfl&fl"fbJwM*?oTi5l) (J. Biol. Chem., 272, 5637 ( 
1997) ;Cell., 83. 803 (1995) #J&) , ifrfclSlfrffcT* Sf7V'J '77fMg#:f4J3W 
K,«^fc^ J lSii-r'2>^^^^^^^>o *5S. MCj3V>t\ f77 i ;y>»*#* t 
#M££if££-£, #E±ifllk JESISr^fe-f* StLfc (Lancet., 349, 952 

(1997) #H) o i*l5>^ik*e»PPARr©ft»*l (7^h) > J^iait^ 
|§m«r*i*n-C^*PPARySei&^ai^J{4. HMffiT^ffl > iIfi™«:tLT</> 
£ C <h * . m k if. m ■ A (#J x. if, «tmi)P§, ffiJBifiL£ (*3^rn 

( H; £r ij -to ? 4 K) JfiL^#) . lfrMMfci£% 'frJfo.* JEffi£> K 
[0 0 0 6] 

tv^ (Nature., 347, 645 (1990) ; J. Steroid Biochem. Mol. Biol., 51, 157 (19 
94) ; Biochemistry., 32, 5598 (1993) 0M) « ZHhOZ. tfrh* PPARafttti 
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»4> mnfcTitmzGLx^&t^z.bti, ■^mjsa.&^^w^xxfxtfzimmntL 

[0 0 0 7] 

(W0 9 7/3 6 5 7 9*«i*#!») o PPARaOftttlCioT 
jgg (nu^fa-^ HDL, LDLJsitfh V ^y*9-f K*) WftftH£itfPffl;& s # 
(J. Lipid Res., 39. 17 (1998) #H) o irttt>*>. M'i^lS (HDL 

) n^fn-wm i^^ifi (ldl) aux7-u-)v*mi&®m>)#m 

& (VLDL) 3V*irn-;K $ fc»4 h 'J * KOttTffcJflfcffLTV** £ t tity. 

^i«jflLj±OSc#. -f ^«tttt©3fc#3W*feiT.fcfcft**fr"C v ** (Diabetes., 4 

6 348 (1997) #PI) ofotPPAR^ Srf&tHt-f * T =f-* F^PPARalSg 
ioH^^/Lit-r^P P AR ««&*SMBiiail4, BIK^Tf^ffl tm^r^ZZtfrbs 

[0 0 0 8] 

— ^ PPAR5I4, *«VM±li hO»-frt»iN0Clfc4«s$*L , CV» 

& Q £ji4t?CPPAR«04«fittfcU, hNUClB (fc VNUClfclT 3 ^BftH&* P P 
ARW>f^) hppARa J ^¥*UR*^ ; &>'^-b'^^- < ^<E^®^**i ,< W'C§* 
it*»^$tL-Cv^ (WO 9 6/0 1 4 3 0 -g-93#BI»#RR) o Sfc, *iS"?»4. PPAR 

*»e*K*v»»fntt**u ppAR«tttcisttfkt4M (r=f-^h) am 

raHDL3l/^tn-;VftT^^fLtv^ii:m$W: (WO 9 7/2 8 1 
4 9 -5§-Hj3iiffl# ; WO 0 1/0 0 6 0 3-%Wffl^, Proc. Natl. Acad. Sci. USA. 98, 5306 
(2001) #RB) 0 7^n77-^kLDL*H^*, ^'fb^-O. -Ttt7& ? lfiL 
WF«3&ca*fCJlS!Sft»«im : S:5li=je--r- k#fliUV>4. ffiot, PPAR 5* 
ffrfrffc-C-t ^T^-* M4, flJx.^ HDL3l/^fn-/l/±#ftJi, LDLiftTflUflfc 
iotMftWU fflHtft»***A («x.»4\ fcflBifiLiE (^jnv^r-n 

-^JflLJg. iHDLif, fcLDLJfiUfiE. iSTGlif)', IftlRflMfcii, «kJfo.**m, 15 

s^jt Lxmm-e&zc tiwmzn&o tap p ar s <ommm, m^%^m-^ 

xmMBM4k*%M-?&Zti)m^-£tLX^2> (Proc. Natl. Acad. Sci. U.S.A. 100, 1 
5924 (2003) #SS) 0 £ **JMft»*#©##*E**<0i&*fc*J- LT P P A R 5 T 

[0 0 0 9] 

-ftfr-EU £te<?5A'J^-$fBfc L-CO&J(MliSofiM*CHfc-3-CV>* 0 PPAR^i 
-r ->^-C{4TPA(12-0-tetradecanoylphorbol-13-acetate)^S^ «fc a&Jfl^iflilJS&ttaMt 
7&*i.l=>*l* (Mol. Cell Biol., 20, 5119 (2000) #RS) 0 tfz, TPAK «fc *&Jf ifc^K** 
LX$i£:&ftm*7skLtz (J. Invest. Dermatol., 122, 971 (2004) #JgQ « fifeoT, P 
PARJT^ Hi&J»ifc£tt*Jft &Jfifc (T h . &»«t 

^5iU>««****«*S*tfiJ«J (Mol. Cell Biol., 20, 5119 (2000) #PI) . P 

p ar 8 7 * M4 * * mowmmB^mte xv/tiz n rgr&aj t l xmm x $> z *! 

[0 0 10] 

l.#u ppAR 7 7^FwH, -uv>mmxii8tmmm&2M& } oMms' a 
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[0 0 11] 

--ft, (A) 
[0 0 12] 

Hfci] 

( f A)nA X A 

[0 0 13] 

A 1 A tiC l~47MW>if > A 2 A li _ 0 - S i A liCHlf ; n A 
{i 1 ~ 5 ; R 1 A its^t* f'J/ND^f;H> h V^n^ h*->^fF ; R 2 A ti 

h 'J^n>f;vSf ; Cy c 1 A iil, 3-f-7'/'JV>^ 1. 
; C y c 2 A ^fnili ; R 3 A tt**]*^ C 1 

~8 7;^« ; R 4 A fi-A 4 A -CR 8 A R 9 A - COOR 7 A A 4 
a {± ^^ ;R 7A , R 8A . R 9A li**®^ C l~4 7;^^i) ^^fe-To ) T 

^s^Mfc^^p p AR£§#iw#P#Ji Lttffl^s; fc*»fiie>tLTv»* 

1#SS) o 
[0 0 14] 

mffxm 1 1 mm&mm 9 9/4 6 2 3 2t^>7u^ 

[HW^H^] 
[0015] 

[M £ 4 * * co^m 

[0016] _ 

[ 1 ] ( I ) 

[0 0 17] 

[<fc2] 




[0 0 18] 
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jsJ^R 6 {i-g-tLW^LT. 7XStH : K |/;}iCl-47;K^S»t^ * * 
tiR 5 i:R 6 \tm&1r&nmW^h-m^%vXfemm.* J &J&\'Xi> X < , XliltJIf- 

^[2] ti5 iU>«m»£3r Ltv>t & «tv>^^4 - ( h 'J 7**n> 

7^.-;^ 4- (h'J7;vtn^ 4- (hV7;vtn>f;v) t: 

2, 2-^7;v*n-i, 3 VW* v-;v- 5 --f 

lyt Kn-2H--T Vf > K-;V-2--f^», 4- (4-^nn7x^JV) fcf^vv 

[3] ^AT^^^^>«^^^b-CV>T% iv^^*^4- (f'J7;vtn^f)i/) 
j 2, 2-^7;vtn-i, 3 -^>v*s>**v-;v- s-'Ov 
£ t£li3, 4 Kn- 1 H-'f 'J V- 2 ->f [2] iB^O 



[4] (1) [3- (2- 15-^^-2- [4- (h 'J 7;v*n^;w) kf^W 
_i, 3 -f-7'/-)|/-4->f^| 7x-;V] fti, (2) [ 

3- (2- l5->f'v7*nfcf;l/-2- [4- (h']7;i'tn^f ;v) 7i-*] -1, 3 
_^^^y_;V_4 xh^fy) -4->f^7x-^] 98, (3) [3- (2 
_ | 5 _ JLf .; V _2- [4- (f'j7JVto^f;v) t^ij v>- 1 -1, 3- 
^ 7v r_ ;W _ 4 _^;H x^y) -4-^f^7x-^] 98, (4) [3- (2- I 
5-fV7'ok>-2- [4- ( h U 7;i^^-n^< h^->) -1, 3-3-^V 

_ ;l/ _ 4 _^;H -4-^f;V7x-;V] m (5) (3- 12- [2- ( 

2 2-y*7Mn-l, 3 - ^V'/y**V-*- 5-^^-5-^ V^n^- 1 
3 _^-df-9-V-;v-4 -4 ;v] xh^y! -4-^^7x^)98, (6) [3- 
'( 2 - | 5 2 - [4- (h'J7Vtn>h*y) 7^ — ;v] -1, 3 

> / _;i / _4_^; V [ x^v) -4-^f;V7x-;H (7) (3- |2- [2- 

(2 2 -5>7;V*n- 1 , 3-^> , /^**V-A^-5-'fA') -5-**-A'- 1, 3 

—t^W-fr-i-* *] -4->Wx-^/) ML (8) [2-7;v 

*n-3- ( 2 - \5-**fr-2- [4- (* U 7;V*n^;V) ^'Jy>-1-^ 
;V] -1 3-f7^-4-^| 7x-^]ft», (9) (2-7;V* 

n _3_'j 2 - [5->^;V-2- (4-7x-;V^'Jy>-l-^v) -1, 3-^- 
7 ,;>^-4_^] xK«>| 7is*) ftl, (10) (3- 12- [5-^f-;V- 
2- (4-7xx;ve^5'7>-l-'f^ -1. 3 -*-T V-*- 4 ->f 
| 7x-;H 98. (1 1) (3- 12- [2- (1, 3-ytKD-2H-fvr/K 
_ ;V/ _ 2 -^;i/) -5->^-;v-i, 3-f7V-^-4-^v] ^h*v| -2-7;v 
tn 7 x-;v) m (12) [3- (2- 12- [4- (4-*nn7*-*> \£«9 
-5-^^;v-i, 3-f7'/-*-4->f M x^-» -2-7;v 

tD7x-)H 98. ifctt (13) (3- 12- [2- (3, 4-ytKD-lH-^f 
y ^, r/ _ 2 -^i,) _ 5 _^,v_i, 3-f77-;V-4-^;V] ih^rvl -4 

->f;v7x-;i/) 98-e&*«i [l] BB«oft£-*K 

[5] mm [i] saw©—*** (i) -c^sttAft-frw, *<D&.tiz\t*<D&Mm®. 
ifcii^7 , oK7^mtt^siiiW^ 

[6] PPAR^tt^imw^Ri^J:^/*^ 14 ^*^^**^ [5] 8Btt©»&W 



[7] PPAR^PPAR5t?**ltI^ C6] 

mgE#2 004-3083064 



#a 2004-231546 



5/ 



[8] PPAR S<fr&&m!&i!> s l£ffiflL&Zfcteti&m&'?$>2>ffl& [7] BB*<D»&«K 
[9] WE [1] IBIRW— (I) ■C3^$*L&'fk-frW, f^tt fctt**>i£8*l«K 
i/:WynK7^i:, MTPEE#|g> HM G — C o AlxffiSI> XtTW 
yV^-« ACATIfi#». 5-'J*^vyt- 

, LDL^IMttl, LDLS$#»millSftaS, *U ^n^a-^K 

[10] wrs [i] fasc^— ttS; (i) -e^ttMk^. -e^mt fcii-e^iti&flufe 

[ii] ppar fr&&mm><o=?Vi& x xf/ 1 tz ummm * st^-r & *> ^ura [ 1 ]_ 
v ?<v<mm cuts. 

[0 0 19] 

R 1 „ R 2 i3«t ^R 4 1^3*1.3 C 1 - 8 T^^)Hfek LTti. $)xJ£^ xfA/ 
% n-ynkfjK ^fy^nf;v, n-7^K ^fV7*f;v, sec-7*f^, tert- 
y-^;K ^*->;k ^-t^k t7f ;Hf oli^J /;tt^©C l - 8 

[0 0 2 0] 

R 1 iSitfR 2 t?^$fL4^ny>lR^-fc LTtt, mk-lZyv%> 
[0 0 2 1] 

t e r t -7Y* 9 s^<DWMk*te\t&Wk<OC 1 -4 7;vndrvS7&Wf <b*L& 0 
[0 0 2 2] 

R 1 js <fc IF R 2 "Ctf^ tt<5> h V^d> -?-;i<'3fct LTti^ ^J^a >7^IH\ JUMt^ 
[0 0 2 3] 

R 1 ^ii/R 2 h 'J;\n^ h^-Vlfefc Ltli, ^ilJa^IlEi 1 , **®?- 

[0 0 2 4] 

R 1 ^itfR 2 t?/K$tL^ h'j^n^f JVftii LTii, tflx-JXa**®^ £3R® 
[0 0 2 5] 

n-7"D^ft, 'fyT'oefl/ft, n-T^^tf, ^V7*f;vft> se 
c-T-^wf-*, t e r t --rf-^^*»*o*:«tt*^tt««*t«>c i -4 7**** 

[0 0 2 6] 

R 5 , R 6 % R 7 ^i^R 8 T*^?WCl-47^^Jl'*tLtl±, ^xl^f^K 
ju^-^l n-^ntf^, ^7 7*0^, n-"7*^;K >fy7*f;K sec-^K te 
r t _V*-***©lMtt4fctt5MHK©C 1 - 4 7^^fl/**«flff)fL4o 
[0 0 2 7] 

R 3 -ejj*3*l* ri77M31®0^n^vil^--ee^$aTV>T^ iv^C 1-87W 

^yyuvf;i/, n-T^K ^V7*f;K sec-T^K tert-7*f^ 
„ ^*v;K ^y^;v> ^f-^a^oiMM** fctt^H&Koc l - 8 r** 
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o 

[0 0 2 9] 

3-7WIHWtf?>^o ISC 3-1 OikftfemmtLXlt, eatf->*°"7* 
y^nyrA v^n^>^>, v^n^^r^-y. v^n^y*^ >*n:*** 
Wn v^nfrA v*n^>x>> ->*n^*-fe^ ^^^^ 

^ v^n^-y-y. >> ->*n***^ v^;tA =swrus^ 

j/^n/<ytv, i/^o^***, i/^n^>^yxA v * n^*-* v^>. 

^VfV) , ^VkKn^fW, ^HKnt7^A ff7U'nt7^A ^ 
t Knt7^l/>, ^vtKo7Xl/>, ^tKn7Wl/V, ^kKo7xt>h 

^/HiKnTVh^-fcV, ^th*n7*t7fl/'A ^U'n7x-I/A 
if->^n^>'*>\ vf e->^n^7 p ^> ( [2. 2. 1] tf^^n^y 

e->*n***>. ifv^ny^^, ev^nf^A T^v^vfWf^'f 
&*i*o Utt, «x.tfl-4*Oft**^ l-Z*©**^*.^/**: 

v^ttzii&wiP&mvtzbvm&mTbti&o *i-4«©ft*«^ £-2®<^m 

^m^^i^/^^iil^^^*^^^ 4 - 1 8 

y *_ ;1/ h ,; T y_ ;l ^ t'7V*-;K tfVv>> 

r-tftf>. y7<^'A 77A tr?>> 

#V ^fy-yy-JK **^S>>\ t*t'77-7'A **-9-4?tr>, *W7€t 
y f 7y7V*-;V, f7^A fT^TvA f-7^tf>. S>7*tf -f > K- 
;v ^v^>K-;k ^FV^A ^'/7?A ^V^A/77A / <>W7x 
^7^A/ft7xA -OW-fr, *>"J>, ^V^y'JA Jf-yUv^, 
7*?5>>\ 7*fWA t7f'JvA *MfJ % A *f-VU>, v^^A 

>- 7xtvA y^A/7 7A HVTA «^A/ft7xA 7^ 

;Vt*J> 7x7WA 7x;Wf'A 7xt>b'i^'A 7xt>>n'JV 

^y?y> eyKwyw, er/nr^^'JA e9 4 /nt7fyy>, tf 

W> -7tKDeyyA r- b^fc Kn^'jr/, kT^y *J\zVu\£?*J>, T 

h7tVne7'7>, kf^?>>>, Kotf'J ^^v, fh7tKne'J5yA 
tK nf'j5yA ytKnev^A f h?feKnif'jm, Ku b?y ^ 

> % 5;nKn7*lfv, fh7tKo7^^A /<-KKn7*^A Knyr-tft! 
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y, ff5k KnW^v, ;i-bKny7-b*e>, ^-te^y^ ^Ko77>, x 
hVfcKn7?y, ynKntf9>. th?KFne?'/, vfc Knt*tkf^> r F 9 
t: Ko**-ttf y % Knt^r^tf>, 9"^* >x Kof*7i'A x F 9 t K 

9tKnfxtf'A ^-tKDfxvfA VHKntW-ji/, f b^KKnt+t'/ 

ykKD-fVf7'/-^, x F 9fc Kn-f v*-TV-fr {4V*TWV» > v^K 
□ 77^*y. rl«7tFn77fV, i;nKnt^t^7 v /-K fh?HKn*W 

Yu**W7 9 Jy, rf5l:Kn*W7*rA y t Knt+t-if^>, x F 9 K 

^yT-efcfy, A-tKnt^fy7^*^A '7KFnf7'77 , /-)K rh5tKn 
f7v7>/-)V (fryr/'JyV) , ytKnf 7^A rh7tFnf7^A 
Fof Tyjy'A x h?t Fnf7^7^A Knf 7-lf if A f f?kKnf7 
-tftfy. ;<-tKnf7*ev, yhFnf7y'7€^A x F 9 Knf7i?7-B tf > 
/^-fc: Kof7y7*if y. ^e;i/*yy, ^a-*** 1 ; **-9--rT:A 'f>F , J> 
'(yn Kn>f y K-;v) „ -<y>f^KU> ( v n Kn y -i y K-;v (#!ixJ£, 1, 3- 
ytKn-2H-^vr/F-;vf) ) > vtFn^>v*7 7A ^-tKn^A/77 
y. ytFn^7^A/77 x A ;\-tFn^y^>'77 7>> ytFn^vVf t7x 

y\ / 1- t ^>m7xV > y , HFD^7^A/ft7xA A-tFn^fV^V 
«/ft7iV, ytFn-f>r/-JK A-tFn^f -7tFn + /'JA x 

F v \l Kn^y <; y, t Vu*y y y, yt Fn^f y^y y ^> r^t Kn^f y* 

yyy (Kiix.tf, 3, Kn- iH->rv*yy y<80 > ^-fc Kn^fy*y y y 

ynFD7^7^>, x F 9 t Kn7?7 -yy> ^-kFD7^yV, yuKnxy 
f-y^>, x F7t Fnt7f'J *J>, 1 Fnt7f'J VA vtFuJfMt'Jy 

f F5t Fn^y^tU'A ;<-tKD^WA ytKnWJ'A 7"b7t 
Vn^t'/TA A-liFn*ty*'JA x F 9 n Kn tfnn tfy v*y, ytFny>; 
yy, fb^KFnyvyyA Fny>;'J>> ^>'/*W7>, Fn 

^vWnv'A ynFD^>7f7yA e^y^^^^A yk Fn^>Vt^ 
^>/_ ;Vn ^-tFn^V/t^fy*-^ yt Kn^>y*f77-JA At-fcKn^y 
vrf-r % /--/K Fn^y/'f 5 ^y-;v, /<— Kn^yyw 5 ?"V-JK V\l Kn 

^yyr-tftry, f h?uKn^> , /7^A Kn^yy-yr-tftfy. f f 7 1: F 

n^>y-yr-t ^>/yt^-fe^V, ytKn^yyt^t-tr^'A rf7tFn 
^yy**-9-tf yKFn*^/-^, f F7tFn*;w?y-;A /N°-tKn7j 
;W ^/_, W y'tKD7^'jy>, rl>7kFn7^Jy>> /<-tKn7^';V>, S> 
HFnyX>777A ytFn^>'7ft7xA x F 9 Kn y^>77 x y. x 
h7tFn^y7ft7i>, A-tFny^>77 7A ;t-kKn^>7ft7 
x>, x F 9 try Ft7f'J yA rF7t Fn-^-*^*'J A ynFD7W'f 
^ MftFn7-b*t:V^yF-;K x F 9 Kn tf9 7n-f V U xF 

7KFotf 7 7Dt7tWA ykKnTftV'fy^y-JA A+tHKn7-b*ey 
^ >;5 ry_; K Kntf9ynvf y KT-tflfy, Fntfr/nf'J KT-fe*tfy 

% xh 7 tKDf'jny>K-;K ^kKnf7y>''f>F-;K rf7tFnf7y 
y^K-A,, yuKDt^rtyV'f >F-^, x F 9 £ K n * v J 4 > K-;K v 

t^y 7 A ^>7y't + v-jv (eutf, l. 3-^>m*y-^ 

[0 0 3 1 ] 

m.kx~m%M rmms^^-LTv^T*) iv>mt>t*J k^*** r®&»J fcLT»a, m 

x.lfCl-8 7M^S (e»x.tf*9-/K if- As n-^ntf;!/, ^yyntf;K n -y 
^v7f;K s e c-7f;K t e r t -7*f ^, "cyf-As ^*v;K ^7f* 
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n-yn^-A -fy^n^-A n-^^A ^V^1«*a sec-^^v, t 

er t - ^ h *'>a»©it«i fc«*««oc 1 - 4 7A'3**>«») x -> n ^ > 

ij^n^f-^Kf JW&IK^ 73-11^ MKiothVt 

&£*ifc*?-;HMfO > hy^n> a ^HfciK^ 

Ai, Cl-47Wfti a. n -yntT;i/^ 

* -<v7u\£)V^*^ n-7*^A'?-*> -fV^fHt, sec-Wft, ter 

;v n _y^ ;K ^y^fjK sec-W, t e r t- Wlf«t^:l±S- 
;K ^fV7f;K s e c-7*?->K t -e r t -7*^;K 'MrV/K 

•;f, tt*. 3**30 , C l-47^JfVl X ^'>> n 

_y n *°*v^ 'fvyn^V, n-7*h*^ -<V7*r**->. sec-/^A te 
r t _y ^yifoWJ/;li»C 1 -4 7;vn^fylf) . ^ 
;xn^f;H (0O*.tf, aSSEUt^ JfeSSIK^ 7-;f^ tt**^ «£ o T h 'J it 
$*L^f-;V^0 ^ f'J^n^ h+yf (Wxtfs 3^*®3\ W&W.^ yvXWrf- 

7*JK^ 7?II^ &f^i;J:c-Ch';f^$ti/^f^f^) . 

-> 7 y^ C1 _ 47;v ^ftl x.**'**. n-?****-* 

^fV^ne;i/f t> n-7'f-;v^^> -fvrffl'ft, s e c - T^JV^^ tert 
l^ju*-***) ,NR M R 12 i R 1 1 iSit/R 1 2 Ji^tL-rtai&L-C 

, *I»*fcl4Cl-47***i n "^^i«i*?S 
tf;i/ n-^f;v ^;yf;K s e c-'/ffl', t e r t -7 , f-A'**©lMMfc* fctt 

[0 0 3 2] 

^y/f;K s e c-^f"^ ter t-7*^;K "Of-JK ^^vJ>> ^7*?-;K * 
W^if ^MSfci^WC 1 - 8 7;v#^if ) , Ty-fl'T^*** («x 
if, ^^^i) , 7^-;^> 7*3^***-** (ter t-/h*^**#- 

[0 0 3 3] „ ^ 

7</^-/m, 7^*--"^ T;V=i^r->^, T/l/*/^*^ 7^V>*, 

#HJ:**tt# (R. S#> a, pmm, x±y+*^-, V7 * TU tZZ rJS?t 
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[0 0 3 4] 

tfTfrtv&m tb'J-)A> u^-?^) <^ r;v*v±^M (*^v 

*<k7K^mm. 3<Mb7KStM> y^aw^ wa^) . mmm. (^mm, h 
v ?u»&* wgw&> 7^^m^> 

Y)\,x.y*)\s*yW&, ^"t^tym^ yfrirvyWSL, V^^yWMM) ^) &mf 
[0 0 3 5] 

(I) ■e^?*L4M»ON-t4rV Kttfcli* — (I) -C/js3*LMfc^ 
[0 0 3 6] 

fci«9iLK tfc, *S&9Hb^%<a»&*n%K»;l\ ±i2*f£§IHb^0 7;V7J 'J (±« 
[0 0 3 7] 

^mt^m\t, &%a<Diom-?±mv>&> jtu©N-t#vK#, ±sbo»s^kse 

[0 0 3 8] 

Rf&KJ: »)— (I) $ iv%>it%m \z & it^y® Z^Va —ti& (I) T?7F3 

tiz>ik&m<v?v K7 y ^fc «x.«r, — (i) T**^*'ffc*«* , T5yat 
i7?yi^7^Ml:, r;v*;Mt> y ^BMbStifc-fb^-* (0Ox«r, - 
(I) X-^$tL-5><b^^)T5 y*75 s i-f 3ty>f Mb, 79-;Wb, ^y^-^r^ 
y 7>;l/;K-;Wb, (5 JU- 2 -*4rV- 1 , 3-^^VI/>-4-^) 
~>#;w-K-;Wb> rh7kKD7 7^Mt> ifny^^fX'ft, tf^n W 
Mb, 7-fe h*->*f-Mb, t e r t -^f Mt?tif:t^f ) ; — (D 
ir*'fb^W* , *aafe*r*"t*»'fr. ®7jcm** t 7'>Mb, 7;v^;Hb> y >SMb. 
*b$*Lfc*b#» (08*.tf, (i) T'^^ti.^'fb^07jcm^ ? 7-fe^Mbs 
h^fML ^n/NV-fM^ ^n^f^b, -fr*^— Mb, 7v'JMt, 77-Mk, y 
y fjv7 5 ^ ^ f-;v7j;v^-;Hb$tt^b^-%^) ; -ft* (D ■c^StLS-fb^**** 
;v*'^yl^^t-51^ Rjiffl/iP^^i^fMk, 7 5 hMbSftfc'fb'frflfe (fll&tf 

, — ft£ (I) ^SfrMb^*^****^*^^'^*^'^ 7xifJ7r^ 

<b. A^*'+y^f;Vi^fMt, i?^f;v75y^f;^fML tf^n-f ~> 
y ^;l/^^-r;Wb. J- h^rv7j;v**— ^t^^xf^^rMU, 
^ ( 5 _^ 2 _^y- i , 3-vt*vl/>-4-'f;v) ^f;vx7rMt> "> 
* n^\^i/;w^-^i/77;i/>K-;vj-^;^^^T-Mb> ^/uts HbSK-fc'ffrfclMSO ;^ 

**^»fe>*L4„ itL^^b^wttaflc^fti^ft^-t^^s*®^*^^**^**- s*^ 
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Uv». 4*:, (I) t^$tiSft^^K7 7^li, KJIISJSl 9 9 O^TII 

rsxfiomj r#™ri-j 153-19 8jcwE«**t*v>* * ? 4, £in 

I) T***t*ft«*i±Pfltt5B* CWittf, 3 H, 1 4 C, 3 5 S. 1 2 5 I*) *■« 
[0 0 3 9] 

AEa, y, «+y> « + y + * * * * « + 7 + * T f • 7 > * h 

(I) fc*v>T, fA, X, R 1 > R 2 . R 3 ^*lW*>5e» 

r^ 0 2 ulfi t < ci-57Wi, lTbmswv^urym^x-ffl&ztt 

n^^S, >fV7*nl£Jl>*, 7f-;v*, t e r t-W*, 7*-^** 
£l±2, 2, 2-h'J7;l'tnxf-;v^-c*^o 

[0 0 4 4] 

R 5 isitfR 6 L"C#* t< it, frmiSL*. Cl-4 7WSt*!)> iOSf^L 

r 5 sxzfR 6 i!>mmir&Rmw^t-&i l z%<>xM&irz>Rm : m.t LxmtL<n, c 

[0 0 4 5] _ 

JkAXfjki LX&Z L < «\ C 3 - 1 o wfft 0 

^da^'a v*n***>\ ^n;t'A * 0, 

3 _^7v**V-;K i, 3-^kFn-2H->fV^>K-;K 3, 
n-lH-^fV^TA 3, 6-VHKD-2H-truV>l|-e**). WtKli 
tfAiJ^A fcf ^ 7 v> ^SUT?* & o 
[0 0 4 8] 

fHfElf 2004-3083064 
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4-7WD7x;;H, 3-7;p^o7x-^$, f^7i>-2-^i, f- 

t7z>-3-^^ 77^-2-^H, 4-^fJV7x-;H, 4->^">7x 
— 5 - MJ 7 Jl':* n f-;v tf >J ^ - 2 - -f ;i^-Tr£> & 0 

-ft* (I) T^StL&^f^ft^ftM^ <2r*ntf>;#f£, GHAtf, J^Tt*7Fl-^fe> 
W::fE|£L7c;£&2fe& Wi, Comprehensive Organic Transformations : A Guide to Fun 
ctional Group Preparations, 2nd Edition (Richard C. Larock, John Wiley & Sons In 

c 1999) Ktzmzn.tzjommzm.fr&fr^'tm^zz tx^&ir&z ttfxz% 0 

it, l(fKL*:-ft* (i) n&b Lxmm.Ltzi><Di)m^bitz> 0 

[0 0 4 9] 

-ft* (i) -?7FZtL2>*§&mK&®it. -ft* (id 

[0 0 5 0] 
[ft 3] 




[0 0 5 1 ] 

(*<K i--<-c<oia-^«irlsi:|wiDjti*^^^^o ) x-^stLSft^t-ft* (i i i 

) 

[0 0 5 2 ] 
[ft 4] 



R 5 R s 




[0 0 5 3] 

^l±ffi£fcHD*iifc*3E*>1-o ) ■C*$^*ft-frW**KRje»wftb, -ft* (1-1) 
[0 0 5 4] 
[ft 5] 



R 5 R 6 




[0 0 5 5] 

(*4>, ir <D^-% Itlftm t ffl t&M* %ite-f o ) T^S*L*ft'fr'»*r»> SfeKirM 
[0 0 5 6] 

to*i£R*&tt&ftiT*0, 0O*.MN («x.if % ^nn^^ y.x^/u.x 

(77V*JV**>fyxf;V (DEAD) * 7^*^>Sl^ 77*0^, 1, 1* 

- (tv^*^^^) (addp) > 1, i* -77« (n, n-^> 
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& o 

* hV^nnxf^i, ^Vy> (Bn) 7xtv^ p - > h * > 

S^t?2btLtf#^|S5fe$tL3fcv>o Wx.lf> Protective Groups in Organic Synthesis (T. 
W. Greene, John Wiley & Sons Inc. 1999) KffittSfrfc v»&*L* 0 

[0 0 5 8] . . 

**#*S/**©ft«KRJ&tt^-?*tK (i) T^*U*n*^», (2) 

«tt*frTK*»t«K«*RJ&- (3) 3tofc*5MPf^«k*»««R^ < 4 ) ">V^*^> 
KttttfUo. (5) 4kJR«rfflv^Kfii»jRlB, (6) iIif4fflv>fcTOTO^ 

ifbtl&o 

[0 0 5 9] 

(1) T^*yini*»»KJ:*K*RR*s^ m*.\s> mmmm («x.if. *9j-», 

.j7Af) **v>»i*0*#«%L<ttttLe>0»^«*fflv^-C, 0-4 0t^$tti 

(2) m*-frT-C«>Jtt«KR(D»±, (ffilxtf. ^nn^TA *nn 

ft»xf;K r-V-^) *«« *8k bU7;u 

) *L<ii£*L&©»** A<t7fc*/I*I*30 o- i o ov<num-eft% 

;- } \, , ^>-lfy^ (^>^f>, wvjr.y|£) „ ^ }> >^ (T-fe>>> 

^f^f^h>«) , (7-b>->V;Vf) > T5K» (^W^ 

\I *<?*J*±-ltm. ^7^7AH, Mft^9^7A, 

) *>##T, *JE4fc»ilnffiTO**#H«T*fc»i«T^*--!rAff«T. 0-2 0 

D75A + . 7- h ^yWV*- 1 ) ^7^7-f KSrffl^T, 0 

- 4 0 , Ctf>z&&-tMT&fc*L£o 

; &gT-£*u^jM«7H7&a ^, b^ 0-4 o , Coz&E-c*Tfcfc*L&o 
(6) **tM**ffiv»*ftfi«»Stt, ! ^n^v, v 

^f;V*M7U\ f h9tK077A f^o^K 7-bh-b'J^ 

If 2-xf;PMt>it>U7A, 2-J-^^*-9-^lft*Vf A4f) ^#«T^ * 
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ii/U**?* V) Mr^A (II) > ^7V^A (ID > SMfchV* (hU7x- 

;i/**7-f» dv'9A (I) 1$) *fflv»-C, 0 - 4 o^iRK^fr 
[0 0 6 0] 

tf- ±iaJ^^^t> fllJxJf, T. W. Greene, Protective Groups in_ Organic Synthes 
is Wiley, New York, 1999&-f5fiSc£ flfzjjfel' iot, MttttK£*?T £ 3 £ t ^ 

[0 0 6 1 ] 

WHJII^^fMfcLtlv^-M (II) (III) -C7rc$*La^!ft{± 

mprehensive Organic Transformations : A Guide to Functional Group Preparations „ 2 
nd Edition (Richard C. Larock, John Wiley & Sons Inc, 1999) J ftfc^&fr 

[0 0 6 2 ] 
[0 0 6 3] 

[0 0 6 4] ^ 

jtaMisxv t !k'PBa*<o&Tftm (i) : 

KKAy/Ta Jcl^^^O^a^i^JflLM^SijaL, jflL*a*»«tC»fi-»t*ff #J 

*nu WTGtdnit, jk<M >*y> -sttJBiffltt (nefa) , mgot • gp 

[0 0 6 5 ] 

KKAy/Tav^^^iStt^l&ABtOJflL^ JflL* 4 V y - NEFA'®** VMS Gli 

14 * 7^1" * & O T? £> * o 

faM&jjm&MMQ&Tj^ (2) : 

Zucker fa/fa?? h (#*fc&Crj- [ZUC] -fa/fa) , »ra#**JHIM&leaii? * > (* 
tt^Crj- [ZUC] -lean) «fc tfM • NEFA • TG, &tffcHbAlci»K *o 

i^^-eHbAlc-ffiX^mSr^^LT^ttU, SBKft, *»Wft-6**R««Pa 

[0 0 6 6] 

R&&5-ffli6^ u • nefa • tg, 3fctffcHbAic*K**sirr 

* 0 &n**ff«UK (ogtt) zmmv, wrmm&.mftm*mm-r&o ocrm, -to 

fHi^ttU SB, ^;V3-*t£2 g/5 mLAg*ft*!rfc, 60^(^l20^mojfiLM 
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^-fctf, Jk*-f > • NEFA • TG, GOT, G P T$kZffcM-M1&&%ffl%L'i~2>o 

[0 0 6 7] 

Zucker fa/fa 7 y h K&tf Wtflffi, JfiL<M V NEFA, HbAlefifcjfc & v*tt 

t Gjioi&T^ffl immm*nmjk& j ?mm.mtm^<D : ?ffi& * if/ * tzit^mm 
acuft ji imftLffi ^m&zxf/ttzi* temn 1 1 x <d rt tut * Tj^-t * • 

4 (GOT • GPT ■ T;V#y 7t^77^-* • H^S® ■ R^SHR • * 1^7f-> ■ 
? U7fz >^.^-^f . j^tfi; ;vtf> . jfoji . TC • HDL • LD L • TG<OS!s£) 

fflf (ll$IB|tf>«llM#m) Is 2, 3NfK^jflLL, JfiUtt ■ TC • HDL • LDL • TG^ 
[0 0 6 8l 

tt^o in^-c, ffcwjiiL«^b^w*^9>-^-^^#tt^bo*te^#*TMT?# 

[««] 

(i) xm*frz*&mt%wv>m&&ifcii;\z&^i><Dx*3b*), mmtLx&m 

x\t*Z zt.fr Wx.iX. ffi • JBK'Kttl^ffM «Sm^ ftJBJflL£ (SSnvx 

7D-;Hf, ftHDLi^ ittLDLiflUE, igTGJfll^) . S&flMSMbffi, ^JflLW^B 

[0 0 6 9] 

-&5£ (I) -C^^^LS-fb^, ^©ti 7tti-?-O^^D^> ifcllWnK?^ 
[0 0 7 0] 

— (i) -c^s^Mt^-tK *<7)m.*?z\i*(Dmwmm, *tz\±z<D-?v ? r 

> J fcW* LTK4t 4^8* fc o 1 4 i v. £ ©BU L-tlStS--*-** 

[0 0 7 1] 
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pt^VtfK (DNA, RNA, > 7^*^. fa*, *fc 

Wfi, «##tfc, «:-5-l$Wk *MM&iU ^> 

*»Wft*llU»K»U flK&a&FJfcO.Ol^MlOOM 

[0 0 7 2] 
[0 0 7 3] 

HtLTJi, tfUx-tf. MTP (Microsomal Triglyceride Transfer Protein) H 

mg-c o AMjummm^m, x?7u>^y**~ j em.^m. (7 

4 zrv>mM&4£) . AC at (t->;vc o A : a l/^T-n-;i/ 0-7->JV>7>^7 
x9— If) UK, 5 -U -tflMI^ 3V^xn-;v®.JRPl#m. Mitm®: 

JRHMFIS* EU&NaVJfitf-B&fclfraH* (ileal Na + /bile acid transporter; IBAT) 

BMtt*K n V7>-f n-;VJ-^x;vte7llMe (CETP) GEM, -t-O-ffeOffifca V*xn 
[0 0 7 4] 

MTPElIt LTti, 0B*.tf. BMS- 2 0 1 0 3 8 , BMS-212 122, BM 
S-2 0 0 1 5 0, GW- 3 2 8 7 1 3, R - 1 0 3 7 5 7^*Wf h *l&o HMG-C 
o Ai7GlIEiM2: LTti, Th^^fv, 7A"1X9*>. u*x**y. \L9 
•fy^AtT-y, u**?>9*f-v, zsy^X9?->m-t)*mfbtL2>o ACA 
T F-12511, F- 1 3 9 4, CI-1011, * V ± * 

iffctiSo X^7V^»-fe^-^ffifii:Ltli, TAK-4 7 5fW^4. 7 
-f 77- h^M^Ji: LTti, ^7^0^, ^D7^77-K ^f7^77-K 
7x;7^7-f, ^'j;7^77-f, *yy7 4 7*7-Y^tfmfhfLZ>o ACAT 
MSltLTli, C1-101K FCE27677, RP7316 Z&Wmf 

^^-5 K^wb*L* 0 LDL$#ft»i • ^mm^mt lxk. mx.i*. md- 

7 0 0. LY2 9 5 4 2 7*Wtf6*t* 0 *y'*-*BB#*fc W*.**^ 

Kf#a^»ffe*L*. 75- h^^Jt HMG-C o A*5E»*H#**#fflL 

iif«)7n h'?7 ytWm-tZ&mmi: LtjJiKa, HMG-C o A$g7D®^l&#^ 
[0 0 7 5] 

tbiE# 2004-3083064 
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sk7,.j DPP ft"*?*-**—*?) 4 |»3fL G L P - 1 ffctfrl^ ^37 KVt 

, f ^-^-^ij - w<^y - KSW^ffctLfco DPP 4lfi#ISi: LTJ±, f*x.tf. NV 
P-DPP728A^W«bfr&o GLP-lfWMKfcLTttfUMr, (exendin 
) 4t&*W^&o ^37Kl/t'J>§fWIiUtt> Wx.it AJ- 9 6 7 7, 
BMS-210285. CP-3 3 1 6 7 9, KUL-1248. LY-362884, 
L-750335, CP-33164 8W^?.Wo ttgMS<&#£?&#£ * LTf±, 
flflxJ^ x/^^^h, <t^??K 7^m^K y^w^^^>> A 
S-3 2 0 1, SG-2 1 0^tfWfb*L£o 
[0 0 7 7] 

ostflE«ftffl ott^* txr/tti \mm<on^nm<o^,<o^(omn. -r * *> strain t 

mmmtLxit, u^f^ ^^k-^ 7>7x^>, 

is-rv >£&mmmtLxte, m*.&. a j -9 6 7 7, bms-2 1 0 2 8 5> cp 

-3 3 1 6 7 9, KUL-1248, LY-362884. L- 7 5 0 3 3 5, CP-3 
3 1 6 4 8^7& s Wb*i&o -fen • /;vx^^7'J > • hV<3 >W«l&ia#*fc L 

[0 0 7 8] 

[0 0 7 9] 
[0 0 8 0] 

[0 0 8 2 ] 

^#*ti> #1, a^*. »i»n*ei»)Wi#, aur 

BS£A-A^7 v c'5> -Btol, lmgHlOO 0 m g W^ffltr- B-®^<b$c[sJ^P 
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[0 0 8 4] 

mfflM*3«tt>\ *en«:-§-ofei6<z>ajt*j. warn, £kau rnxmrntLxm 

[0 0 8 5] 
[0 0 8 6] 

) , (tKn + y7'nt>-i:;vn-7, *°'J \£—)V\£.u 'J *<5r>fBft7/i/$ 

-tf9f->, n KD^^^n t!;H:;vn-7, t Ko^r '>yn f-;i/-t;vn — ^ 7 9 V 
[0 0 8 7] 

m$tzi*%fczti2>o %L>Kz<Dmmit, mm#L jRaHkau %km> tM*#k m&&* 

[0 0 8 8] 

^□tft^-o^-c, ^ffl#jo»j^tct±, wix.{4*> YfrM, ?v-^m, mum 

[0 0 8 9] 

^MJ3*mt^{i^«l»m^^T-^ (Tyf>t, ^5f>», *"r 

u->>^) x #®S1£#J (*KV ***/xf u > 7 fr* ^jc*-r;i^) „ A 

jK7;V3-;v (-tr*y-;K xf7'J^7;v3-;K ■bh^f7 , J;i/7^3-;vf) „ ~> 

±*&&Lxm\,*btL& 0 zbtz^ &mm, «#au, Scjgftau asMtau 

[0 0 9 0] 

tb|E#2 004-3083064 
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temzttx^z t><Dfrbm\itL*>. mz.tf> &mrfr^-fr (j^-jk 4 vfn\Lfr 

7 A,a-frm % VfrftM (^^^v-^fJH^n-^, tKn^->xfma-^ 
\LYU**y-fuMfr*.frXl-7.^ ^fr^frU-T.^) , ( > *) 3-9 f - frT 5 

V, *J4vfu,i;-fr7$>m > MfSttSfl (^^fTT/K^ifW^/Ua 

[0 0 9 1] 

JfcBMfeflU Mm%m*^A;X^Xi> ctV^ 0 
[0 0 9 2] 

mt&Mit&to&zwiMi&vtRZft'c^* *>v>fr o mx.n> wt&n (#U7 

^V**, #V tf-^tf ny TvtfT^A. T>-f>, *J-fr-tfrv- 

[0 0 9 3] 

[0 0 9 4] 

[0 0 9 5] _ , _ 

at^feti, 2,868,691 ^is J; ^1^*3, 095, 355 < bB«S*l 

TV»J5. 4fc, xry^i:Utii*?4v>. 
[0 0 9 6] 

B!lilTfflv»4H»©fflWl!lt4*ti. ttfco4fctt**Ua±<&Stt»K 

#k mmnmrn iffr9* >m, -tz'*?¥>wl* #u fso (SAisflo ^) 

miE#2 004-3083064 
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[0 0 9 7] 
[0 0 9 8] 

I 0 0 9 9 1 «rN ^ 

[0100] „ 

[0101] 
[0 10 2] 

HTft K <£ <9 Ms* $ *l & It JitrtS-S-O ft <7)«J * J: OTSrttt-S-© * © ^ * * 'J ~ **** 

[^O^J^:] 
[0 10 3] 

-jrs: (i) "cm2ti&*&yMK&m, *v>#.ztL\i*<Dmmm®. ^i_±wdk 

f^ffl, LDL^'J7 9>^Wffl> J5W«> #(:nl/^rn-;K^)ltll»l^ UBKO 
K-ftWIMMJeA (fllx.**, ttfiUft. aSJBMiUE = n -;wfiL-^ fiHDLii, ffi 
-A*) , «JflL£E. WHIM, MftettM^^W**^/**:*****^^ 

[0 1 0 4 1 , 

[ 0 1 0 5] v , 

*^«B»»f^fflv^^i»ife»±, -ttWfc I UP ACOSUe*i:-C***ff4«) 3/ 
tfjL-^^n^9A. ACD/Name (^M^> Advanced Chemistry Development IncttM 
) £ fcfcfc ACD/Name^ Advanced Chemistry Development Inc.ttR) 

ggfifcflili : T3- ls-^ ; v-2- f4- (mj-7;v*p.* z 

x - ;v -| _ i , 3-^-^-fr^/-n/-4-^^l ^h*v) - 4 - > f;V7 x -/U] 7-br 

- h ~ " 

[0 10 6] 
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[it 6] 




C0 2 CH 3 



CH 3 



[0 10 7] 

7)^^y^n%T, (3-tKn 
00 g) <0$LVL* T-^^ (22 mL) 2 - 

h^v) -1, 3-**^/-^ 

x;m7^ > (2.18 g) JsitM, 1' - 

tt&m*%tz (2.38 g) o 
tlc : Rf 0.62 ^*-*> :»m^^=2: 

X H NMR (CDCh) : 8 8.05-7.99 (m, 2 H), 
, 1 H). 6.77-6.72 (m, 2 H), 4.24 (t, J = 
H), 3.00 (t, J = 6.5 Hz, 2 H), 2.75 (q, 
t, J = 7.5 Hz, 3 H)o 

(2 - I 5 - x.f-JV- 2 - 



3frtttgH2 : [3 



4 — ;V) 7-tf - h (1. 

\5~x.^)V-2 - [4- (HJ7;^n^ 
_4-^ ; v| zc^y-;v (2.00 g) . h'J7 
(T */V * ^) v ^ } ) v > (2- 10 g) 

4 11) *L> TfB^fttefc*^"****® 

i) ; 

7.30-7.24 (m. 2 H), 7.05 (d, J = 7.5 Hz 
6.5 Hz, 2 H), 3.67 (s, 3 H), 3.56 (s, 2 
J = 7.5 Hz, 2 H), 2.15 (s, 3 H), 1.29 ( 

U - Q_!l2JvjiE2L±±>^ 7x^;H 



[0 10 8] 
Kb 7] 




CQ 2 H 



t**;-^ (i 
[za-eo.5B#ra«# 



3K*«lT»tl*b*:ft'fr« (1-90 g) ©rh7Uo77/ (10 mL) 

0 mL) <D?I^MK> 2 N jftflMfc* t- 'J * (10 mL) *fln*-T:i 

1 /. N mm (25 mL) £#D;i. fim^^Mffi Lfco ^w*w-«^*™~ 

(3.66 g) fcftfco 
TLC - Rf 0.40 (^ n a : > ^ y — ^=9 1) ; 

*H NMR (CDCh) : 8 8.00 (m, 2H). 7.25 (d, J = 8.1 Hz, 1H), 7.05 (d J = 8 1 Hz 
1H). 6.76-6.71 (m, 3H), 4.22 (t, J = 6.6 Hz, 2H), 3.58 (s, 2H), 2.99 (t , J - 6 
'.6 Hz, 2H), 2.76 (q, J = 7.5 Hz. 2H) , 2.14 (s, 3H), 1.29 ( t, J = 7.5 Hz, 3H) Q 

Sttaffll 3 ~^mM 2 7 ^..^^hrtf* 
JT^ (3-tKn^>-4->fJV7x^v) T-fex- Y ttz\t*(Dftt> *) kffi^ 

j0i«i-«fc«2 2:W»O»ftKftU ttTOMlft^*^ 



^Mgy ; r 3 - ( 2 



TLC * Rf 0.49 (^ nn*W : * 9 J — A' ==10 : 1) ; 
1 H NMR (CDCh) : 8 7.24-7.17 (m, 1H), 6.87-6.77 (m, 3H), 4.16 (t. J - 7.0 Hz 
2H)^.00 (brd. J = 13.0 Hz, 2H). 3.59 (s. 2H). 2.93 (t, J = 7.0 Hz 2H) 2.90 < 
dt, J = 2.5. 13.0 Hz, 2H), 2.29-2.12 (m. 1H), 2.24 (s, 3H) , 1.93 (brd, J = 13.0 
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Hz, 2H). 1.67 (dq, J = 4. 5, 13.0 Hz, 2H) 0 

&mm4 : T3- (2- l5-^Pfc';v-2- T4- (PJ7JVtn>^) 7^^;v ] 
-1. 3-**-fry-^-4-^;H xhjr-» V^-^l TO 
TLC : Rf 0.52 nn*;VA : * 9 J -;V = 10 : 1) ; 

X H NMR (CDCh) : 8 8.08 (d, J=8.0 Hz, 2 H), 7.67 (d. J=8.0 Hz, 2 H), 7.22 (td, 
J=7.5, 1.0 Hz, 1 H). 6.82 (m, 3 H), 4.23 (t, J=6.5 Hz, 2 H) , 3.60 (s, 2 H), 2.9 
9 (t, J=6.5 Hz, 2 H), 2.70 (t, J=7. 5 Hz, 2 H), 1.74 (sext, J=7. 5 Hz, 2 H), 1.00 
(t, J=7.5 Hz, 3 H)o 

^jjfe-gfl 5 : [3- (2- \^--iVfxiM)\y-2- [4- (f'J 7JH n>f;v) 7^- 
;H -1, 3 - 4 -4M x^y) 7 x^JUl TO 

TLC : Rf 0.49 (:? nn*;VA : y * J -;v = 10 : 1) ; 

l H NMR (CDCh) : 5 8.08 (d, J=8.0 Hz, 2 H), 7.67 (d, J=8.0 Hz, 2 H), 7.21 (dt, 
J=7.5, 1.0 Hz, 1 H), 6.82 (m, 3 H), 4.22 (t, J=6.6 Hz, 2 H). 3.60 (s, 2 H), 3.1 
7 (sept, J=7.0 Hz, 1 H), 3.00 (t, J=6.5 Hz, 2 H), 1.34 (d, J=7.0 Hz, 6 H) Q 

^mme ; [4-^f-^-3- (2- 15-^^-2- Li_= (h'^^p^f^ 

TLC : Rf 0.50 (?nn*)H : * * y -;l/=9 : l) ; 

X H NMR (DMSO-de) : 8 12.22 (brs, 1H), 8.09 (d, J = 8.4 Hz, 2H), 7.83 (d, J = 8 
.4 Hz, 2H). 7.00 (d, J = 7.5 Hz, 1H), 6.84 (s, 1H), 6.69 (d, J = 7.5 Hz, 1H), 4. 
19 (t, J = 6.3 Hz, 2H), 3.47 (s, 2H), 2.96 (t, J = 6.3 Hz, 2H), 2.70 (t, J = 7.2 
Hz, 2H), 2.02 (s, 3H), 1.66-1. 59 (m, 2H) , 0.91 (t, J = 7.2 Hz, 3H) e 

mmm7 ; T3- (2- u - (h'j7^tn^f^) 



TLC : Rf 0.47 (^ nn*;vA : ^ ^ y -;v=9 : l) 
*H NMR (DMSO-de) : 5 12.22 (brs, 1H), 8.10 (d, J = 8.4 Hz, 2H), 7.84 (d, J = 8 
.4 Hz, 2H), 7.00 (d, J = 7.2 Hz, 1H), 6.84 (d, J = 1.2 Hz, 1H), 6.68 (dd, J = 7. 
2 Hz, 1.2 Hz, 1H), 4.20 (t, J = 6. 3 Hz, 2H), 3.46 (s, 2H), 3.27-3.13 (m, 1H), 2. 
97 (t, J = 6.3 Hz, 2H), 2.03 (s, 3H), 1.26 (d, J = 7.5 Hz. 6H)o 

mmms: \3- (2- 15-^^-2- f4- j±jrzjk±°2L±M gnv_ y>L= 

! — f jul -1. 3-^tv»-;v-4-^;M -xh*-» - 4 -y TO 
TLC : Rf 0.54 (?nn*;U : y 9 /->V = 8 : 1) ; 

X H NMR (DMSO-de) : 5 12.22 (brs, 1H), 7.01 (d, J = 7. 2 Hz, 1H), 6.81 (s, 1H), 
6.69 (d, J = 7.2 Hz, 1H), 4.12 (t, J = 6.3 Hz, 2H), 3.98-3.78 (m. 2H), 3.47 (s, 
2H), 3.06-2.76 (m, 4H), 2.63 (q. J = 7.2 Hz, 2H), 2.54 (m, 1H) , 2.04 (s, 3H) , 1. 
94-1.76 (m, 2H), 1.60-1.44 (m, 2H). 1.12 (t, J = 7.2 Hz, 3H) C 

mxm% : [3- (2- )5->f u - (f^^tp^^^) 7 j. 

_ i . 3-^^-^V-^-4-^^l J-h^rv) - 4 -y f JV7 x£Jl/] TO 

tlc : Rf 0.39 (^dd*;^ : y ^y-;i^=9 : D ; 

J H NMR (DMSO-de) : 8 12.23 (brs, 1H), 8.04-7.99 (m, 2H), 7.48-7.45 (m, 2H), 7. 
00 (d, J =7.5 Hz, 1H), 6.84 (s, 1H), 6.70-6.67 (m, 1H), 4.19 (t, J = 6.3 Hz. 2H) 
, 3.46 (s. 2H), 3.22-3.13 (m. 1H), 2.95 (t, J = 6.3 Hz. 2H) , 2.03 (s. 3H), 1.25 
(d, J = 6.9 Hz, 6H) 0 

mmmi o : u -y?-^- 3 - (2- IB -^>^fr- 2 - \A- (hV7JU*u*1- 
}V) 7x^1 - I- 3 »■/->!/- 4 ^b*'» 7^ -;H TO 

TLC : Rf 0.25 (^nn*;i/A : y ^y-;i/=9 : 1) ; 

*H NMR (CDCh) : 8 8.07 (d, J = 8.1 Hz, 2H), 7.65 (d, J = 8.1 Hz, 2H). 7.03 (d 
J = 7.5 Hz, 1H), 6.75 (s, 1H). 6.74 (d. J = 7.5 Hz. 1H) , 5.89 (bs. 1H). 4.22 ( 
't J = 6.6 Hz, 2H), 3.55 (s, 2H), 2.99 (t, J = 6.6 Hz, 2H ); 2.71 (t. J = 7.5 Hz 
, 2H). 2.13 (s. 3H). 1.66 (quintet. J = 7.5 Hz. 2H), 1.35 (m. 4H). 0.90 (t. J = 
6.6 Hz, 3H)o 
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.1 i : f4-^^;v-3- (2- 15-7^^^-2- [4_z QJ2^i±H2L± 
^7-7^-^1 -l. 3 4 xV^rv) ffBft 
TLC : Rf o.5i (?nn*;vA : * *y-;v=9 : D ; 

*H NMR (DMSO-de) : 5 8.25 (d, J = 8.4 Hz, 2H), 7.89 (d, J = 8.4 Hz, 2H), 7.85 
(d J = 7.5 Hz, 2H), 7.53 (d. J = 7.5 Hz, 2H), 7.43 (m, 1H), 6.97 (d, J = 7.5 Hz 
1H), 6.89 (s, 1H), 6.69 (d, J = 7.5 Hz, 1H), 4.35 (t, J = 6.0 Hz, 2H), 3.48 (s 
'. 2H). 3.30 (bs, 1H), 3.29 (t. J = 6.0 Hz, 2H), 1.91 (s, 3H)o 

mmmi 2 : [3_z (2- ls-y?-;v-2- u- u^j zJk**2i±M z^JkJ 
- 1 . 3 -f-Tv^-;v-4-^;vl 7:n~;H 
TLC • Rf 0.45 na*;VA : ^ ^ y -;v=8 : 1) ; 

X H NMR (DMSO-de) : $ 12.27 (brs, 1H), 8.05 (d, J = 8.4 Hz, 2H), 7.81 (d, J = 8 
4 Hz 2H), 7.19 (dd, J = 8.4, 7.5 Hz, 1H), 6.88-6.74 (m, 3H), 4.28 (t. J = 6.6 
Hz, 2H), 3.50 (s, 2H), 3.14 (t, J = 6.6 Hz, 2H), 2.46 (s, 3H ) e 

mmmi 3 : u-^;i/-3- (2- 1s-**jv-2- U- j±vyn^BjL±± 

) -7 ^-;H - i. 3 -f7'/-;v- 4 -4 M 

TLC • Rf 0.47 (^nn*;l/A : > ^y-;w=8 : 1) ; 

J H NMR (DMSO-de) : 8 12.23 (brs, 1H). 8.05 (d, J = 7.8 Hz, 2H), 7.81 (d, J = 7 

8 Hz, 2H), 7.01 (d, J = 7.2 Hz, 1H), 6.86 (s, 1H), 6.70 (d, J = 7.2 Hz, 1H), 4. 

27 (t, J = 6.3 Hz, 2H), 3.48 (s, 2H), 3.16 (t, J = 6.3 Hz, 2 H), 2.46 (s, 3H), 2 

.02 (s, 3H) 0 , 

mmm 4 : \A-**fr-3- (2- )5- *^;v-2- U- i±2LZJdLRA±Jt 
Z) 7x-»1-i. 3 4 ->f)H 7 *-*1 mm 

TLC : Rf 0.20 (^ a u*;va : ^ ^ y -;v=9 : 1) ; 

X H NMR (CDCh) : § 7.98 (d, J = 9.0 Hz, 2H), 7.24 (d, J = 9.0 Hz, 2H), 7.04 (d 
, J = 8.1 Hz, 1H), 6.74 (m, 2H), 4.21 (d, J = 6.3 Hz. 2H). 3.56 (s. 2H). 2.98 (d 
' J = 6.3 Hz, 2H), 2.36 (s, 3H), 2.14 (s, 3H) 0 

mmmi 5 : T3- (2- i5-^v7°a^-2- u - (^7^n^ h±vj y 

TLC : Rf 0.21 (?nn*M : y *y-;v=9 : 1) ; 

*H NMR (CDCh) : 5 8.00 (m, 2H), 7.25 (d, J = 8. 1 Hz, 2H) , 7.19 (t, J = 8.1 Hz 
, 1H), 6.80 (m, 3H), 4.18 (t. J = 6.6 Hz, 2H), 3.56 (s, 2H) , 3.14 (septet, J = 6 
.9 Hz, 1H), 2.97 (t, J = 6.6 Hz, 2H), 1.32 (d, J = 6.9 Hz, 6H) Q 

mmm e: r3- (2- is- (2. 2. 2 -^17^0x^1 - 2- u- n 

1 BEBfe 

TLC : Rf 0.30 (^on*;VA : y ^^-^=9 : 1) ; 

L H NMR (DMSO-de) : 5 12.29 (brs, 1H), 8.13 (d. J = 8.4Hz, 2H), 7.90 (d, J = 8. 
4 Hz. 2H), 7.19 (t, J = 7.2 Hz, 1H), 6.82-6.79 (m. 3H). 4.23-4.04 (m, 4H). 3.50 
(s, 2H). 3.06 (t, J = 6.3 Hz, 2H) C 

m.mm \ 7 : T3- (2- i5-^nn>- 2- u- Ul±zj±**a±±s4 7x- 
-1. 3 -^-^-^v-^-4 ->f jjd j.b^r-» 7^~;v] ifcm 

TLC : Rf 0.27 (^oa*K : *?S-)\'=9: 1) ; 

l HNMR (CDCh) • $ 8.00 (m, 2H), 7.27-7.18 (m, 3H), 6.86-6.78 (m, 3H), 4.21 (t 
, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.97 (t. J = 6.6 Hz, 2H), 2.68 (t, J = 7.5 Hz, 
2H), 1.74 (sixtet, J = 7.5 Hz, 2H), 0.99 (t, J = 7.5 Hz. 3H) Q 
mm±* ; U-y ^ -*- (2- >R--/o^-2- T4- (H)7W> f 

7^-;i/l -l. 3 -^-^-9-V > -;i/-4-W > M x^y) 7x-;v] i^m 
TLC : Rf 0.21 (? nn*=;vA : y 9 J -;v=9 : l) ; 

J H NMR (CDCh) : $ 8.00 (m, 2H), 7.24 (m, 2H), 7.05 (d, J = 7.5 Hz, 1H), 6.77 
(s, 1H), 6.75 (d, J = 7.5 Hz, 1H), 4.23 (t, J = 6.3 Hz, 2H), 3.58 (s, 2H), 2.99 

ffiiE# 2004-3083064 



!&m 2004-231546 



23/ 



(t. J = 6.3 Hz, 2H), 2.69 (t, J = 7.2 Hz, 2H), 2.14(s, 3H ), 1.71 (sixtet, J = 7 
.2 Hz, 2H), 0.99 (t, J = 7.5 Hz, 3H) 0 

19 1 f3 - (2 - 1 5 -r-T-jl/- 2 - f4 - (h'j7Ji/tn^ 7^-;t/ 

TLC : Rf 0.31 (?nn*;l/A : ^ ^y-;i/ = 9 ; 1) ; 

! H NMR (CDCh) : S 8.00 (m, 2H), 7.27-7.19 (m, 3H), 6.86-6.78 (m, 3H). 4.21 (t 
, J = 6.6 Hz, 2H), 3.59 (s, 2H). 2.97 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.5 Hz, 
2H), 1.66 (quintet, J = 7.5 Hz, 2H), 1.40 (sixtet, J = 7. 5 Hz, 2H), 0.95 (t, J 
= 7.5 Hz, 3H) 0 

nmM2 0 : [3 - (2 - 1 2 - [4 - ( h U 7 fr* n > h 3- -» 7x-Jl^ 

] -l. 3 -^•frV-Ji'- 4 ->f ;H j.>4r-» -4-^f;i/7x-;H Hi 
TLC : Rf 0.35 (^nn*M : * *y-;v = 9 : 1) ; 

*H NMR (CDCb) : $ 7.93 (d, J = 8.7 Hz, 2H), 7.17 (d, J = 8.7 Hz, 2H), 6.89 (d 
, J = 7.5 Hz, 1H), 6.68 (s, 1H), 6.61 (d, J = 7.5 Hz, 1H), 4.54 (bs, 1H), 4.11 ( 
t, J = 6.3 Hz, 2H), 3.43 (s, 2H), 2.88 (t, J = 6.3 Hz, 2H ), 2.66 (t, J = 7.2 Hz 
, 2H), 2.06 (s, 3H), 1.60 (quintet, J = 7.2 Hz, 2H), 1.36 (sixtet, J = 7.2 Hz, 2 
H), 0.92 (t. J = 7.2 Hz, 3H) 0 

MMM2 l : f4 -Jif-;v- 3 - (2- I 5 2 - [4- j± U7jWlE2L£2k 

) -l, 3-t j Pt'/-;v-4--f;vl 7*-;H Hjg 

TLC : Rf 0.41 (?nn*w : ^ ^/-;v = 8 : 1) ; 

! H NMR (DMSO-de) : <* 12.24 (brs, 1H), 8.09 (d, J = 8.1 Hz, 2H), 7.84 (d, J = 8 
.1 Hz, 2H), 7.00 (d, J = 7.5 Hz, 1H), 6.85 (s, 1H), 6.72 (d, J = 7.5 Hz, 1H), 4. 
19 (t, J = 6.3 Hz, 2H), 3.48 (s, 2H), 2.96 (t, J = 6.3 Hz, 2H), 2.44 (q, J = 7.5 
Hz, 2H), 2.38 (s, 3H), 0.98 (t, J = 7. 5 Hz, 3H) Q 

mmm2 2: (3- 12- r 2 - (2. 2-y7/u*p-i. 3-^>'/yt^v-^- 

5-^f;v) - 5 1 , 3 -**y-\r-fr- 4 ->f ;H j^^rvl -4-^^;u7 

TLC : Rf 0.31 (^dd*h : ^y-;v = 9 : 1) ; 

J H NMR (DMSO-de) : S 7.84 (s, 1H), 7.76 (d, J = 8.4 Hz, 1H), 7.51 (d, J = 8.4 
Hz, 1H), 7.00 (d, J = 7.5 Hz, 1H), 6.83 (s, 1H), 6.69 (d, J = 7.5 Hz, 1H), 4.16 
(t, J = 6.3 Hz, 2H), 3.46 (s. 2H), 2.92 (t, J = 6.3 Hz, 2H), 2.34 (s, 3H), 2.04 
(s, 3H) 0 

^2 3 : (3- 12- [2- (2. 2-V7HP-1, 3 -^W 2*Jt 
TLC : Rf 0.30 (^nn*;VA : ^ ^/-;v=9 : 1) ; 

J H NMR (DMSO-de) : 5 7.85 (s, 1H), 7.77 (dd, J = 8.1, 0.9 Hz, 1H), 7.51 (dd, J 
= 8.1, 0.9 Hz, 1H), 7.18 (dd, J = 7.5, 7.5 Hz, 1H), 6.79 (m, 3H), 4.18 (t, J = 
6.6 Hz, 2H), 3.49 (s, 2H), 2.92 (t, J = 6.6 Hz, 2H), 2.69 (t , J = 7.2 Hz, 2H). 
1.65 (sixtet, J = 7.2 Hz, 2H), 0.93 (t, J - 7.2 Hz, 3H) C 

jii2 4 : (3- 12- \2 - (2. 2-V7Hn-l. 3 -^.^ V'J t ^rV - )V- 
5-^;v) - 5-7*ngJi/- i . 3 -^-fry-^- 4 ->f J-h3r~>} -4-pt^;P 

7x-M g-» 

TLC : Rf 0.33 (^no*;H : ^ */-;v=9 : l) ; 

*H NMR (DMSO-de) : S 7.84 (d, J = 1.5 Hz, 1H), 7.77 (dd, J = 8.4, 1.5 Hz, 1H), 
7.51 (d, J = 8.4 Hz, 1H), 7.01 (d, J = 7.5 Hz, 1H). 6.85 (s, 1H), 6.70 (d, J = 
7.5 Hz, 1H), 4.19 (t, J = 6.3 Hz, 2H), 3.48 (s, 2H), 2.94 (t , J = 6.3 Hz, 2H), 
2.68 (t, J = 7.2 Hz, 2H), 2.30 (s, 3H), 1.64 (sixtet, J = 7.2 Hz, 2H), 0.92 (t. 
J = 7.2 Hz, 3H)o 

mmM2 5: (3- 12 - T2 - (2. 2 1 . 3 Wir*V-)V- 
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^-y: 24/ 



R _^ JV) ■ a ;v- 4-^* 1 ^*~» 

TLC : Rf 0.25 (^n**A : * *;-)V = 9 : 1) I . 
>H NMR (DMSO-de) : 8 7.87 (d. J = 0.9 Hz, 1H) 7.78 dd. J = 8.4, 0.9 Hz 1H) 

7.52 (d. J = 8.4 Hz, 1H), 7.18 (dd. J = 7.8, 7.8 Hz, 1H), 6J9 (m 3H), 4.17 (t 
J - 6.6 Hz, 2H). 3.50 (s. 2H). 3.18 (septet, J - 6.9 Hz, 2H), 2.93 (t, J = 6.6 

Hz, 2H), 1.27 (d, J - 6.9 Hz, 2H) 0 ^w***V-*- 
gianj (3 - j_2_z T2— (2, ?,->^tn- , ?T?^*? ■ , 



TLC * Rf 0.37 (*nnjfr;VA : 9 J -A>=9 : D - 

^NMR DMSO-de : * 7.87 (d. J - 1.8 Hz, 1H), 7 78 (dd, J = 8 4, O Hz H), 
7.52 (d, J - 8.4 Hz, 1H), 7.01 (d, J - 7.5 Hz, 1H . 6.84 s, 1H) 6 69 (d J = 
7 5 Hz 110 4.19 (t. J = 6.3 Hz, 2H), 3.48 (s, 2H), 3.18 ( septet, J - 6.9 Hz, 
1H) 2 95 (t J =6.3 Hz, 2H). 2.04 (s, 3H), 1.26 (d, J = 6.9 Hz, 6H)o 

fZT^j -5 -x^-l. 3-**^/-;V- 4 --f *1 ^Jl±yl -4-*f-*7 
.x~;i/) ftift 

™«R DmS : » 7.86 (d. J - 1.8 Hz, 1H), 7 78 (dd J - 8 4, l.B * ■ H), 
7 w M T - 8 4 Hz 1H) 7.01 (d, J • 7.5 Hz, 1H). 6.84 (s, 1H), 6.69 (d, J - 
7 7 5 5 Hz, <d i»;4 8 18 a! f- 6.3 Hz! 2H), 3.48 (s, 2H). 2.94 (t J - 6.3 Hz, 2H). 
2 73 (q J = 7-5 Hz, 2H) , 2.04 (s, 3H) . 1.21 (t, J = 7.5 Hz, 3H)o 

4- (h}*;u*p^*) ^Jv> (9 .33 g) (80 mL) »«C 

=f>#H*T, «m (16 mL) * itfHMt*-** (510 mg) *»£\**^ T * * 

ttc • Rf 0 13 (^ nD*;vA : * 9 s — ;v = l0 : l) , „ „ , 

^ NMR (CDC 1 3 ) : * 1-72 (dd, J-13.0. 4.0 Hz 1 H) 1.81 (dd, J-13 0 Hz 1 

H), 2.05 - 2.20 (m, 2 H), 2.41 - 2.80 (m, 1 H), 3.06 (dt, J-13.0. 3.0 Hz, 2 H). 

3 40 - 3.60 (m, 2 H)o - t, 

£^J28T^L^b^ (3.80 g) Ofh^POV ^ (25 mL) ™^ 
uS5rS> (2.9 mL) ********** (3.80 k) "jv^S 

¥t> (2. 19 g) fcfcfco 

ttc • Rf o 47 (^ n a*^^ : > ^ y — ;v = l0 : l) ; 

™NMR Vis) : • 1.76-1.61 (., 2H). 2.03-1.93 On. 2H) 2.44-2.24 U, 1H), 3. 
11 * m (m 2H) 4 65 (brd, J-13.0 Hz, 2H), 5.83 (brs, 2H)o 



_ v _ i ,^-f7'/-jv-4-^^l 7-fer- fc 
"lBiW29tiatLfcft« (2-18 g) OX^-fr (10 mL) l«C> 4- 
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25/ 



y Dt _ 3 _^y/ 0 ^x-h (2.37 g) fcjjnilT, |it-»tt#U. E(&iS-& 

mm£Mfo-?m& t „ ustMm^ ^ * > * * u * -> v * ^ * ? 

A^o7h^77^- (^*^> : S^f-^=4 : i— 2 : D tfflIU Tfaot/teii* 

^•i-^^S-fb^ (2.86 g) £#£0 

TLC : Rf 0.51 : @fcm^-^=2 : 1) ; 

X H NMR (CDCh) : 8 1.67 (dq, J = 5.0, 13.0 Hz. 2H), 1.93 (brd, J = 13.0 Hz, 2H 
), 2.23 (s. 3H), 2.31-2.11 (m, 1H), 2.89 (dt, J = 2.5. 13.0 Hz, 2H), 3.53 (s, 2H 
), 3.70 (s, 3H). 4.00 (brd, J = 13.0 Hz, 2H) e 

^mm 3 1 : 2 - 1 5 - * f-fr- 2 - [4- ( 7 fr * a * ±M 2 > - 1 - ± 
jv] -1. 3-f7'/-JV-4-f;vl .x?y-;v 

7]cSHfc , Jf9A7A'5-^A (336 mg) «ff7tKn77> (35 mL) 
7k"t?S*PU %mmZ.0^m^tzVC / km (2.85 g) ©**fh7tKn7 5> (5 mL) 

'7<7A7jt« (1.8 mL) =Srf^T L, M-C1B# mmwL?z 0 Rmn&m\z*j r 
)V (20 mL) fcfln*., fc***^*** -fe9-f Lfc 

o *«*»*ltU TK«tt«L«:*-r4tRWk^W (2-46 g) «r#fc e 
TLC : Rf 0.24 (^*V-> : /u= 2 : D ; 

*H NMR (CDCls) : 8 1.68 (dq, J = 4.5, 13.0 Hz, 2H), 2.00-1.90 (m. 2H), 2.21 (s 
, 3H), 2.33-2.13 (m, 1H), 2.67 (t, J = 5.5 Hz, 2H), 2.92 (dt, J = 3. 0, 13.0 Hz, 
2H), 3.85 (t, J = 5.5 Hz, 2H), 3.98 (brd, J = 13.2 Hz, 2H), 4.29 (br. 1H) Q 
^mm 32 : f 2 - 7 a - 3 - (2- ] 5 - ^ 2 - U- ( h 'J 7 ;v 

yj-u^^)V) ^'Jy>-1-^;H -1. 3-f7 7-^-4--f^l ^^ '» 
7 -far-- h 
[0 110] 

[ft 8] 



mmm3 (227 mg) , > ^ (2-7Wn-3-t Ka+v7 

i-;i/) T-fer-b (184 mg) i3 <fc h V 7x-;i'*^7'f > (262 mg) 0**y^on 
(5 mL) T;W=f>»T, SilTT^A/UKva^f^ (435 mg) j£ 

Atu^yy?? : i^^^-;v=9 : l— 7 : 3) -cflNKU Tifi<o%'&'ffi£ 

*1-&««'fk^» (306 mg) £#fco 

TLC : Rf 0.64 : K*=.*-^ = l '. 2) ; 

J H NMR (CDCh) : 8 1:68 (qd, J=12.7, 4.4 Hz, 2 H), 1.94 (d, J=12.7 Hz, 2 H), 2 
.13 - 2.28 (m, 1 H), 2.26 (s, 3 H), 2.89 (td, J=12.7, 2.7 Hz, 2 H). 2.98 (t, J=6 
.9 Hz. 2 H). 3.65 - 3.68 (m. 2 H), 3.70 (s, 3 H), 4.01 (d, J-12.7 Hz, 2 H), 4.25 

(t, J=6.9 Hz, 2 H), 6.74 - 6.83 (m, 1 H), 6.85 - 7.02 (m, 2 H)o 
3£ffigl3 3 : r2--7;v*n-3- (2- l5-^^;u-2- f4- (h^^tn^f 
)V) bf^'J Vy- 1 -<( )V\ -1. 3-f-7'/-^-4-^JH -Xh^rv) 7^-JV] ft 




[0 111] 



[0 112] 
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^-v*: 26/ 



Mb 9] 



F 3 C 




CQ 2 H 



nMW3 2TWLfcft«H (306 mg) o>*9J-» (5 mO **]>7*?* \1ZL 
y (5 mL) <75?I#^l-5N7Km^^> i ;'>A7K^ (2.00 nL) «r^taT?iPxT. 2B#WK 
#Lfc„ Rlfcm***2NifiirepH4fcW»U » & *Lfcttft**JW Ufc. #S 

A**TfttMk ftjtU TEO»tt«t*t*Wft*» (226 mg) TLC : Rf 

o 60 (^nD*;i/A : * 9 J : l) ; 

»H NMR (DMSO-de) : 5 1-47 (qd, J-12.7. 4.4 Hz, 2 H), 1.86 (d, J-11.5 Hz 2 H) , 

2 19 (s, 3 H). 2.47 - 2.63 (m, 1 H), 2.86 (t. J=6.7 Hz, 2 H) , 2.94 (dt J-12.7. 
2.7 Hz, 2 H), 3.57 (d, J-1.5 Hz, 2 H) , 3.86 (d, J-12.7 Hz, 2 H), 4.20 (t J=6.7 
Hz, 2 H), 6.80 - 6.87 (m, 1 H), 6.97 - 7.09 (m, 2 H) . 12.20-12.70 (brs. 1 H) c 

mnkm3 4~&mm3 4 (1 5) *> yr ** 
mmm 3 1 -cMUft^i * »* * oft *> * « - t * r * 3 - *tiZi 

^WJ3 2-*«s«3 3 tmm^mzHL. filTO*» 

iiaej o - ia- r2- ci. -^ 7 "r JV - 4 "^ v) ~ 

TLC • Rf 0 57 (y^nn^^y : ^^7-^=9:1) ; 

>H NMR (DMSO-de) : 8 2.06 (s, 3 H) 2.35 (s, 3 H) 2.94 (t J-6.23 Hz 2 H) 3^49 
(s 2 H) 4.19 (t, J=6.23 Hz, 2 H) 6.71 (d, J=7. 57 Hz, 1 H) 6.86 (s 1 H) 7.02 ( 
d, J=7. 57 Hz, 1 H) 7.38 (t, J=7.57 Hz, 1 H) 7.47 (t, J=7.57 Hz 2 H) 7. 70 (d J- 
7.57 Hz, 2 H) 7.78 (d, J=8.30 Hz, 2 H) 7.98 (d, J=8.30 Hz, 2 H) 12.25 (s 1H . 

TLC : Rf 0.65 {*9J-*\ ^nn^>=i:9) i; 

*H NMR (DMSO-de) : 5 12.23(brs, 1H), 7. 34-7. 13(m, 5H). 7.02(d, J - 7. 5 Hz. 1H) 
6 82 (d. J = 1.2 Hz, 1H), 6.79(dd, J = 7.5, 1.2 Hz, 1H), 4.12(t, J = 6.3 Hz, 2H 
), 3.96-3.83(m, 2H), 3.48(s, 2H), 2.99(dt, J = 12.3, 2.7 Hz, 2H) 2.86(t . J - 6. 

3 Hz. 2H), 2.78-2.62(m. 1H), 2.20(s. 3H), 2.05(s, 3H), 1.87-1.76(m, 2H), 1.67(dq 
, J = 12.3. 3.9 Hz. 2H)o 

tiW3 4 L2J •- (3- 12 - T2- (4-^n 7 x^) -S->*fr-l t 3- 

tlc : Rf o.3i (^dd*m : >^^-^=9: D ; 

l H NMR (DMSO-de) : 5 2.04 (s, 3 H). 2.34 (s, 3 H), 2.93 (t, 1=6^3 Hz. 2 H). 3. 
48 (s, 2 H), 4.17 (t, J=6.3 Hz, 2 H), 6.70 (dd, J-7.5. 1.5 Hz. 1 H) 6.84 (d. J- 
1.5 Hz. 1 H), 7.01 (dd. J-7.5. 0.7 Hz. 1 H). 7.54 (d. J=9.0 Hz. 2 H), 7.90 (d, J 
=9.0 Hz, 2 H), 12.22 (s, lH). 

gM3j (3) : (2-7 ** o-3- |2- r5-***-2- 
TLC : Rf 0.54 (?nn*;vA : > 9S-^=9: 1) ; 

»H NMR (DMSO-de) : 5 1.67 (qd, J-12.3. 4.2 Hz. 2 H) 1.81 (t J-12.3 Hz 2 H) 
2 20 (s 3 H) 2 71 (tt J=8.4, 3.6 Hz, 1 H) 2.87 t, J=6.6 Hz, 2 H) 3.00 (td, J=l 
2*. 3. 2.1 Hz, 2 H) 3.58 (s. 2 H) 3.90 (d, J-12.3 Hz. 2 H) 4.21 (t. J-6.6 Hz 2 H) 
6.73 - 6.89 (m. 1 H) 6.93 - 7.13 (m. 2 H) 7.13 - 7.35 (m. 5 H) 12.37 (s. 1 H). 
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^ 4 (4) : (3- 12- r5-^JV-2- (4 -7 ji^JVtf ^^y 1 

TLC : Rf 0.54 (>^-*:^nn>r/ = i:9); 

»HNMR (DMSO-de) : 5 12.25(brs, 1H). 7.28-7. 13 (m, 3H). 6.96(d, J = 9.0 Hz, 2H) 
, 6.86-6.75(m. 4H), 4.14(t, J = 6.9 Hz, 2H), 3.5l(s. 2H), 3. 48-3. 39 (m, 4H). 3.26 
-3.15(m, 4H), 2.86(t. J = 6.9 Hz, 2H), 2.2l(s, 3H)o ^ 
»*W3 4 (5) : r3- (2- 12- U- (4-»nn 7 x^) fc ^f^j" 1 ~ 

TLC : Rf 0.51 (> : 3>*nn> * > = 1 : 9) ; 

*H NMR (DMSO-de) : 8 12.25(brs, 1H) . 7.24(d, J = 9.0 Hz, 2H), 7.19(t. J - 8.1 
Hz, 1H), 6.97(d, J = 9.0 Hz, 2H), 6. 84-6. 75 (m. 3H). 4.14(t, J = 6.9 Hz, 2H) 3.5 
l(s. 2H), 3.48-3.39(m, 4H). 3.27-3. 15(m. 4H). 2.86(t, J = 6.9 Hz, 2H), 2.21(s, 3 
H) 

mMAA (6J ; [3_= (2- Ib-***-2- T4- iA^±Jk^^M 
TLC : Rf 0.48 \ Vfuut* y = l : 9) ; 

*H NMR (DMSO-de) : 8 12.26(brs. 1H), 7.18(t, J = 8.1 Hz, 1H), 7.04(d, J = 8.4 
Hz 2H), 6.86(d, J = 8.4 Hz, 2H), 6. 84-6. 75 (m, 3H), 4.14(t, J = 6.9 Hz, 2H). 3.5 
l(s. 2H), 3. 48-3. 38 (m, 4H), 3. 21-3. 08 (m, 4H), 2.86(t, J = 6.9 Hz, 2H), 2.21(s, 3 

H). 2.20(s. 3H) 0 , > . » * o 

mmiA (7) i f3- 12- T 2- (1. 3-^KQ-2H-^^/l--^-2 
gTj^j -5-**»-l. 3-f7-/-;V-4-^H jTTg -2-7^-P2£ 

-;v) BElfe 

TLC : Rf 0.52 (?Dn*W : ^ *y-;V=9 I 1) ; 

*H NMR (DMSO-de) : 5 2.23 (s, 3 H), 2.91 (t, J=6. 6 Hz, 2 H), 3.58 (d, J=0.9 Hz 
2 H) 4.24 (t, J=6.6 Hz, 2 H), 4.66 (s, 4 H), 6.80 - 6.87 (m, 1 H), 6.98 - 7.1 

0 (m. 2 H), 7.27 - 7.34 (m, 2 H), 7.35 - 7.41 (m, 2 H), 12.41 (brs, 1 H)o 
jiiii (8J - T3- (2- 12- U- (4-^P7x^) tf^vV-l- 

- 5 -^^^-i; 3 -f7'/-i^- 4 z^fJkJ - 2-7;VtP7x- 

TLC : Rf 0.56 9J-fr \ y*nn> * v = l : 9) ; 

^NMR (DMSO-de) : <* 12. 41 (brs. 1H). 7.24(d, J = 9.0 Hz, 2H), 7.09-6.92(m, 4H) 
6. 88-6. 78 (m, 1H), 4.21(t, J = 6.6 Hz, 2H), 3.57(d, J = 1.5 Hz, 2H), 3.48-3.37( 
m, 4H), 3. 28-3. 16 (m. 4H), 2.88(t, J = 6.6 Hz, 2H), 2.21(s, 3H)o 
mMWAA (9) : T3- (?■- 12- T4- (4 -^n 7 x^) t ^7V>--l- 
_ 5 _^^-;u- 1, 3-^yy-jl/-4 zjLiki ^*'» -4-^f^7x-^. 

1 Hit 

tlc : Rf o.48(^ 9 : ^nn> * >=i : 9) ; 

*H NMR (DMSO-de) : * 12. 21 (brs. 1H). 7.24(d, J = 9.0 Hz, 2H), 7.01(d, J = 7.5 
Hz 1H), 6.97(d, J = 9.0 Hz, 2H), 6.81-6.78(d, J = 1.2 Hz, 1H). 6.69(dd, J = 7.5 
1.2 Hz, 1H), 4.13(t, J = 6.6 Hz, 2H), 3.48(s, 2H), 3.46-3.37(m. 4H). 3.26-3.15 
(m, 4H). 2.87(t. J = 6.6 Hz, 2H), 2.21(s. 3H), 2.05(s. 3H) 0 

mmmiA-LL Qi - u-. o= ' 2 ~ c 4 ~ ^-^ PP7x ^ ) ^VJ^r 1 

-4J/\ -5-^^;V-l , 3-W-^-4-^ l x.h**s) -4 ~^f^7x- 
TLC : Rf 0.40 (9 nn*^A : ^ * 7-^ = 9 : 1) ; 

X H NMR (DMSO-de) 15 1.55 - 1.64 (m. J=12.5, 4.0 Hz, 1 H), 1.68 (dd, J=12.5. 4 
0 Hz, 1 H), 1.74 - 1.87 (m, 2 H). 2.05 (s, 3 H), 2.20 (s, 3 H), 2.73 (tt. J=12 
5, 3.5 Hz, 1 H), 2.85 (t, J=6.5 Hz. 2 H). 2.99 (dt, J-12.5. 2.5 Hz, 2 H). 3.48 ( 
s, 2 H). 3.89 (brd. J-12.5 Hz, 2 H), 4.12 (t. J=6.5 Hz, 2 H), 6.69 (dd, J-7.0, 1 
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.1 Hz, 1 H), 6.82 (d. J-l.l Hz, 1 H), 7.02 (d, J=7.5 Hz, 1 H), 7.27 (d, J=8.5 Hz 
, 2 H), 7.34 (d, J=8.5 Hz, 2 H). 12.20 (brs, .1 H) Q 

MMI3 4 (11) : (3-l2-r2-(3. 4-^Ko-lH-^V^ 'JV-2 
-jfr) - 5 -> 1 . 3 -j-T^f-fr- 4 ZL± jk] -4- -)'f^7i- 

TLC : Rf 0.55 9J—fr : S^nn* * y = l : 9) ; 

! H NMR (DMSO-de) : 8 12.20(brs, 1H), 7.26-7. 12 (m. 4H), 7.02(d, J = 7.5 Hz. 1H) 
6.82(d, J = 1.5 Hz, 1H). 6.69(dd, J = 7.5, 1.5 Hz, 1H), 4.5l(s, 2H). 4.14(t, J 
= 6.6 Hz, 2H), 3.61(t. J = 6.0 Hz, 2H). 3.48(s, 2H), 2.95-2.82(m, 4H), 2.22(s, 
3H), 2.05(s, 3H) 0 

mmm34r (12) : (4-^^-3- 12- rs-^f-^-2- (4-7x^-3 

6-ynKo-2H-tf'Jy>-l-^^ -!■ 3 = ±T \T-)V- 4 jV] J- k * 



tlc : Rf 0.52 (^num : ^ ?y-;v=9 : i) ; 

*H NMR (CDCh) : 8 2.15 (s, 3 H), 2.27 (s, 3 H), 2.61 - 2.68 (m, 2 H), 2.98 (t 
, J=6.6 Hz, 2 H), 3.58 (s, 2 H), 3.68 (t, J=5.8 Hz, 2 H), 4.02 - 4.07 (m, 2 H), 
4.20 (t, J=6.6 Hz, 2 H), 6.06 - 6.11 (m, 1 H), 6.72 - 6.79 (m, 2 H), 7.05 (d, J= 
7.5 Hz, 1 H), 7.21 - 7.43 (m, 5 H) D 

mmm3A (13) : f3- (2- 12- [4- (4-7^071^) 

TLC : Rf 0.38 ? S-fr : i??uu*9 > = 1 : 9) ; 

J H NMR (DMSO-de) : 8 12. 21 (brs, 1H), 7.27(dd, J = 8.7, 5.7 Hz, 2H), 7.10(t, J 
= 8.7 Hz, 2H), 7.02(d, J = 7.5 Hz, 1H) , 6.82(d, J = 1.2 Hz, 1H), 6.70(dd, J = 7. 
5, 1.2 Hz, 1H), 4.12(t, J = 6.6 Hz, 2H), 3.96-3. 82 (m. 2H), 3.48(s, 2H), 2.98(t, 
J = dt, 12.3, 2.4 Hz, 2H), 2.86(t, J = 6.6 Hz, 2H). 2.72(tt, J = 12.3, 3.3 Hz, 1 
H). 2.20(s, 3H), 2.05(s, 3H), 1.87-1. 73 (m. 2H), 1.64(dq, J = 12.3. 4.2 Hz, 2H) G 
$W3 4 (14) : (4-^f-;W-3- 12- f5->^;V-2- (4-7x^ 

l-W'/l/) -1. 3-f7'/-^-4-^ jk] ^_L±vJ 2^=iM 1HB 
TLC : Rf 0.54 (^od*;va : ^ ?/-;v=9 : l) ; 

! H NMR (CDCh) : 8 2.14 (s. 3 H), 2.26 (s, 3 H), 2.96 (t, J=6.6 Hz, 2 H), 3.21 
- 3.27 (m, 4 H), 3.49 - 3.58 (m, 6 H), 4.17 (t, J=6.6 Hz, 2 H), 6.72 - 6.76 (m, 
2 H), 6.86 - 6.97 (m, 3 H). 7.04 (dd. J=8.1, 0.7 Hz, 1 H), 7.24 - 7.31 (m, 2 H) 

4 (15) I l4-^;V-3- \2- (5-^^-2 - U- f5- (hU 



jLh*^! y*.=-M WW. 
TLC : Rf 0.47 (> 9 : v^nny 9 > = 1 : 9) ; 

J H NMR (CDCh) : 5 8.44-8. 38(m. 1H). 7.65(dd. J = 9.0. 2.4 Hz, 1H), 7.04(d, J 
= 7.2 Hz, 1H), 6. 80-6. 71 (m, 2H), 6.65(d. J = 9.0 Hz, 1H), 4.19(t. J = 6.6 Hz. 2H 
), 3.79-3.69(m, 4H), 3.57(s, 2H), 3,54-3.46(m. 4H), 2.96(t, J = 6.6 Hz, 2H), 2.2 
7(s, 3H). 2.14(s, 3H) 0 

^mmZ 5 I C 3 — 1 2 — r 2 — (4-7-a^7 x-^ -5-*T)V- 1, 3 

-t^t'/-^~ 4 ->f ;H -X^i/I -4-^^JV7^-;V) 7-fer- h 
#d&#U3 O-CRatL^k^Oft*?*) t^f^ C2- (4-/nt7x-^) -5- 

-3-tKD^«>7x-^) T-fex- hOfttDi:^* (3-tKn*y-4-^f 

,v7x-^) 7-bf-h^ffl^t, His^i3 1— ntt«3 2 traflioaw^c-M-t. TIB«» 

TLC : Rf 0.48 (MM.^^ ' ^^^ = 1 ' 2) 
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X H NMR (CDCh) : 8 2.15 (s, 3H), 2.37 (s, 3H). 2.98 (t. J = 6.3 Hz, 2H) 3.56 

(s, 2H), 3.67 (s. 3H), 4.23 (t. J = 6.3 Hz. 2H), 6.78-6.71 (m, 2H), 7.05 (d, J = 

7.8 Hz, 1H), 7.56 (d, J = 8.7 Hz. 2H). 7.84 (d, J = 8.7 Hz. 2H)„ _ 
mm±±*±Jk. U- ^ V-S- (2- 15-^^-^-2- [4- (H ; 

- h 

[0 114] 

[ft l o ] 




HJfcflU 3 5 T?Wft Lfcft-S* (300 mg) , h V n - T***' ( 2 - H V V*) *j* (273 
rf ) , &ft»;^*A (85 mg) iSitffhy^ (HJ7x^^X7^ ^7';9A 
(39 mg) (3 mL) »**TA'^V**T, 115r-C5B#F B 1M#LfCo RJSiS 

nY ^77^- (^^-9-> : »Bt^f-^=2 : i) -cflHKU TfaoWteffifc^aww 

ft£* (240 mg) 

TLC : Rf 0.09 (^*^>" : WfM^^=2 : Do 

gUgy 7 : T3- ( 2 - 12- T4- (79>-3-Q) ^-^l -5- 



[0 116] 
[ft 1 1 1 




O z CH 3 



mmm3 5-Ct«6L.fcft-frJ» (300 mg) , 3-7>;^5>K (97 mg) , b V 

e,A (92 mg) iSitfxh:?** (b'J7x^*^7^) ^'5^7^ (39 mg) <*>~J * 
).^>xr/ (6 mL) $3 <£ I^tK (2 mL) O»«-#**901C-C2WIB«#Pbfc o RtSS^W 

*-9-> : Bfc&^;v=9 I-* 4 *• 1) TaB<0«Jtt^Sr^r-r*««ft^W (260 mg 

) ^%iz 0 

tlc : Rf 0.24 : ft»j^f-^=2 : Do 

^i&^!3 2^MLfcft£-*&Oft*> 0 K#dfcfl) 3 6 £ «fc Pftttff 3 7 T?S!b£ Lfeft-fr* 

**«3 8 : U-**-*-3- L2_z lS->**-2- [4- (gi) 2 -4 * 
) ^n/H -1. 3-^^-^V-^-^-^^t -7^-;vl fiEBfe 

TLC • Rf 0.38 (^ Q n*;vA : * / -)V=9 : l) ; 

*H NMR (DMSO-de) : 5 2.05 (s, 3 H). 2.37 (s. 3 H). 2.95 (t. J=6.32 Hz 2 H) 
3 45 (s, 2 H). 4.18 (t, J=6.32 Hz. 2 H). 6.69 (d, J-7.51 Hz, 1 H), 6.86 (a. 1 H) 
, 7.01 (d, J=7.51 Hz, 1 H), 7.38 (ddd, 1=7.50, 4.76, 1.10 Hz, 1 H), 7.90 (ddd, J 
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-8 06 7 50 1.74 Hz, 1 H). 8.01 (d, J=8.24 Hz. 2 H), 8.01-8.05 (m. 1 H), 8.22 ( 
d. J-8.24 Hz, 2 H). 8.68 (ddd, J-4.76, 1.74, 0.91 Hz, 1 H)o 

<*W3 8 (i) • r.3- (2- 12- U- (79>-3->f*) -s-* 
TLC : Rf 0.33 (^nn*n : > */-;v=9 : l) ; 

»H NMR (DMSO-de) : 8 2.06 (s, 3 H). 2.35 (s. 3 H), 2.93 (t, J=6.32 Hz 2 H) 3 
49 (s 2 H). 4.17 (t, J=6.32 Hz. 2 H), 6.70 (d. J-7.51 Hz. 1 H). 6.85 (s, 1 H). 
■7 02 (d, J-7.51 Hz. 1 H). 7.01 - 7.02 (m, 1 H). 7.73 (d. J=8.24 Hz. 2 H) 7.75 
- 7.78 (m, 1 H), 7.90 (d, J=8.24 Hz, 2 H), 8.28 (s, 1 H), 12.25 (brs, 1 H) B 

^mm 3 9 39 ( 8 ) 

*i«3 9: (3- >2- T2- U ' -7* »P-1, T -g7*-*-4-4*) 

it. 

TLC : Rf 0.54 {*9J-fr\ ^nn^V = i:9) I 

*H NMR (DMSO-de) : 5 12. 24 (brs, IH), 7.97(d, J = 8.4 Hz, 2H), 7.77(d, J = 8.4 
Hz. 2H). 7.76(dd. J = 8.7. 5.7 Hz. 2H) . 7.30(t. J = 8.7 Hz, 2H) 7.02(d, J - 7 5 
Hz IH), 6.85(d, J = 1.2 Hz, IH), 6.70(dd, J = 7.5, 1.2 Hz, IH), 4.18(t, J = 6. 
3 Hz, 2H), 3.49(s, 2H), 2.94(t, J = 6.3 Hz, 2H), 2.35(s, 3H), 2.05(s, 3H)o 
*i«3 9 (1) • L3_Z 12- \ 2 - ( 3' - 7>U*P -l t 1' -lf7*^*-4- 



TLC : Rf 0.54 \ *J?uu* *> = 1 : 9) , 

J H NMR (DMSO-de) : <5 12. 25 (brs, IH), 7.98(d. J = 8.7 Hz, 2H), 7.83(d, J = 8.7 
Hz 2H) 7 62-7. 44 (m, 3H) . 7. 26-7. 17 (m, IH), 7.02(d, J = 7.8 Hz, IH), 6.85(d, J 
= 1.2 Hz, IH), 6.70(dd, J = 7.8, 1.2 Hz, IH), 4.18(t, J = 6.3 Hz, 2H) , 3.49(s, 2 
H), 2.94(t, J = 6.3 Hz, 2H), 2.36(s, 3H), 2.06(s, 3H)o 

mmmiQ (2) : r4-**-* -a- (2- is-***-2- f4- 
TLC : Rf 0.37 (^nn*^A : ^ ^y-;i^ = 9 : 1) ; 

>H NMR (DMSO-de) : 8 2.05 (s, 3 H) , 2.35 (s. 3 H), 2.93 (t, J-6.32 Hz, 2 H), 3 

47 (s 2 H) 4.17 (t, J=6.32 Hz. 2 H) . 6.70 (dd, J-7.51, 1.28 Hz, 1 H), 6.85 (d 
d J-l' 28, o'.73 Hz. 1 H). 7.01 (dd. J-7.51. 0.73 Hz, 1 H) , 7.16 (dd. J=4.94 3.6 
6' Hz, 1 H), 7.60 (dd, J=4.94, 1.10 Hz, 1 H), 7.61 (dd, J=3.66, 1.10 Hz, 1 H), 7. 
77 (d, J=8.60 Hz, 2 H), 7.92 (d, J=8.60 Hz, 2 H)o 

TLC • Rf 0.37 (^nn*;VA : >^y-;v = 9 : 1) ; 

l H NMR (DMSO-de) : 8 2.06 (s, 3 H). 2.36 (s. 3 H), 2.94 (t. J=6.32 Hz. 2 H), 3 

48 (s 2 H), 4.18 (t, J=6.32 Hz, 2 H), 6.70 (dd, J-7.51. 0.92 Hz. 1 H). 6.85 (d 
J=0 92 Hz, 1 H). 7.02 (d, J-7.51 Hz, 1 H), 7.61 (dd, J=5. 13, 1.46 Hz, 1 H), 7. 

66 (dd. J-5.13, 2.93 Hz. 1 H), 7.84 (d, J=8. 61 Hz, 2 H), 7.93 (d, J=8.61 Hz, 2 H 
), 7.99 (dd, J=2.93, 1.46 Hz, 1 H)„ 

*tt<W3fl (4) I T3- (2- \*- T4- (7 7>-2-^) 7x ^f L~ 
TLC : Rf 0.33 (^nn*;vA : ^ ^7-^ = 9 : 1) ; 

^ NMR (DMSO-de) : 5 2.05 (s, 3 H), 2.35 (s. 3 H), 2.93 (t. J-6.32 Hz, 2 H), 3 
.48 (s. 2 H). 4.18 (t. J=6.32 Hz, 2 H), 6.62 (dd, J-3.48, 1.83 Hz. 1 H). 6.70 (d 
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d. J=7.69, 1.10 Hz, 1 H), 6.85 (d, J-1.10 Hz, 1 H), 7.02 (d, J=7.69 Hz, 1 H), 7. 
06 (d, J=3.48 Hz, 1 H). 7.80 (d, J=8.60 Hz, 2 H), 7.79 (d, J=1.83 Hz, 1 H), 7.94 
(d, J=8.60 Hz, 2 H), 12.24 (brs, 1 H)„ 

mmm39 (5) ; T3- (2- 12- [4 - (79>-2-^^) 7x»»i -5-4 

v^afc>-i, 3-^-^^y-ji/-4-^;vl xhty) - 4 -> ±JU7 z~2kl Bfel£ 
TLC : Rf 0.35 (^nn^A : ^ * y -;v=9 : 1) ; 

X H NMR (CDCI3) : 5 1.33 (d, J=6.96 Hz, 6 H), 2. 13 - 2.18 (m, 3 H), 3.02 (t, J= 
6.50 Hz, 2 H), 3.15 (septet, J=6.96 Hz, 1 H), 3.58 (s, 2 H), 4.24 (t, J=6.50 Hz, 
2 H), 6.49 (dd, J=3.30, 1.83 Hz, 1 H), 6.72 (d, J=3. 30 Hz, 1 H), 6.76 (d, J=7.5 
1 Hz, 1 H), 6.78 (s, 1 H), 7.05 (d, J=7.51 Hz, 1 H), 7.49 (d, J-1.83 Hz, 1 H), 7 
.71 (d, J=8. 42 Hz, 2 H), 7.98 (d, J=8.42 Hz, 2 H) Q 

SMM3_9 (6) : [3_z (2- I 5 -4 V fu g 2 - U- 2 ->f 

;w) T^Eiik] -1- 3 -**-fry r -fr- 4 = JJld xb^y) -4->f;V 7x-;v] 

TLC : Rf 0.35 (^on*;^ : ^ *y-;v=9 : 1) ; 

*H NMR (CDCh) : d 1.33 (d, J=7.0 Hz, 6 H) 2.16 (s, 3 H) 3.02 (t, J=6.6 Hz, 2 
H) 3.15 (septet, J=7.0 Hz, 1 H) 3.58 (s, 2 H) 4.24 (t, J=6.6 Hz, 2 H) 6.74 - 6.7 
8 (m, 2 H) 7.05 (d, J=7.5 Hz, 1 H) 7.09 (dd, J=4.8, 3.3 Hz, 1 H) 7.31 (dd, J=4.8 
, 1.2 Hz, 1 H) 7.37 (dd, J=3.3, 1.2 Hz, 1 H) 7.65 (d, J=8.7 Hz, 2 H) 7.97 (d, J= 
8.7 Hz, 2 H)o 

m,MM39 (7) : (3- 12- [_5->f (4' -*h*->-l, 1 

-tf7x-;u-4--f;v) -1. 3 4 jJi±vJ -4 -^;v 

TLC : Rf 0.41 (^nn*w : ^ *y-;v = 9 : l) ; 

>H NMR (CDCh) : S 1.32 (d, J=6.9 Hz, 6 H) 2.16 (s, 3 H) 3.02 (t, J=6.5 Hz, 2 
H) 3.15 (septet, J=6.9 Hz, 1 H) 3.58 (s, 2 H) 3.85 (s, 3 H) 4.24 (t, J=6.5 Hz, 2 
H) 6.74 - 6.78 (m, 2 H) 6.98 (d, J=6.9 Hz, 2 H) 7.04 (d, J=7.5 Hz, 1 H) 7.56 (d 
, J=6.9 Hz, 2 H) 7.60 (d, J =8. 7 Hz, 2 H) 8.01 (d, J=8.7 Hz, 2 H)o 

mmm39 (8) : (3- 12- rs->f (4' -p<^;v-i t i ' - 

TLC : Rf 0.61 : y^n^> = i : 9) ; 

! H NMR (DMSO-de) : 5 12. 23 (brs, 1H). 7.97(d, J = 8.4 Hz, 2H), 7.76(d, J = 8.4 
Hz, 2H), 7.61(d, J = 7.8 Hz, 2H), 7.28(d, J = 7.8 Hz, 2H), 7.01(d, J = 7.5 Hz, 1 
H), 6.87(d, J = 1.2 Hz, 1H), 6.70(dd, J = 7.5, 1.2 Hz, 1H), 4.21(t, J = 6.3 Hz. 
2H), 3.49(s, 2H), 3.19(septet, J = 7.2 Hz. 1H), 2.97(t, J = 6.3 Hz, 2H), 2.34(s, 
3H), 2.06(s, 3H), 1.27(d, J = 7.2 Hz, 6H)o 

, 

-ass; (i) x~mzfrz*$kmt&m&. ppart^ hm®.*m-rzz£\ikkT 

(1) h P P A R S:ffiv>fc;Vy 7 x 7 -tf 7 'f <Ot^©lI 
[0 118] 

i"4*3t>, f?y>*t-* (T K) :/n^-*-£SETK^v7^?-^fc^*3& 
3^ *-*i / t$L-?h @#Jt\ PicaGene Basic Vector 2 
#*n^No. 309-04821) *fe/V'->7i?--l?#M^*:«>3ffiU TK7°n^-^- 
^fcOpTK^S (^DVf'^tt, **n^No. 6179-1) ^<b. *»t^©-/n*-^-jfi 
ttttt, TK7"n*-^- (-105/+51) ^tBBTO;W'>7 i 7 - -fS^Hm^ * * -pT 
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UASt4B»D«U*^>t-E«*^^ 4xUAS-TK-Luc.Jrj»fgU V 
5'-T (CGACGGAGTACTGTCCTCCG) x4 AGCT-3" 

* Sao* ************ ^^f^^i^Ll t7 

OiM^tfco PicaGene Basic Vector 2 0Snn£> ^**El*£x. 

n^No. 309-04821) ^M^^-tU, ^-^-x^>t-W^ 

GauieoDNA^^ l#B*fel 4 Ttl^OT^^tWIta-KtiD 
NATi(:> upp.AR b , y $tzte8<DV ify m**&**- ht4DNA*», 7 

i^HBl^L-C. PicaGene Basic Vector 2<D7v*-*- • i>^>"9- 
fU«T*fc#ALfc. to*, MU: + ^ia«^«^<, ^PPARa 
. y *fctt»OU^K*«fI*OT5y3MHctt, SV40T-antigenffi*oW^^- 
Ala Pro Lys Lys Lys Arg Lys Val Gly*EU * V*»ICIM*«B 

h -7\ Tyr Pro Tyr Asp Val Pro Asp Tyr AlafcSIR^ih^ K ^ fcJKfcK-T* J: -? *D 
N Alc^ijt t/vio 

J?PPARa> vS^ti^W'J^^Ktt^^fcl-^ffl^^**** 5 ^* 1 *- R - M 
ukherjee^ (J. Steroid Biochem. Molec. Biol., 51, 157 (1994) #H) . M. E. Gree 
nfe (Gene Expression., 4, 281 (1995) *M) > A. Elbrecht<b (Biochem Biophys Re 
s Common., 224, 431 (1996) #HRSfcttA. Schmidt (Mol. Endocrinology., 6, 163 
4 (1992) #J8Q KfBttSfrfc, k h P P AR©iilW^> 
UPPARc'jr/ FfcS^iM : Ser 167 -Tyr 468 
t: h P P A R y V # V K*ffr*tt : Ser 1 7 6 -Tyr 4 7 8 
KhPPARJ'jr/ Kig^iU* : Ser 139 -Tyr 441 

(fehPPARyl l:hPPAR r 2TtiSer 204 -Tyr 506 ^t, ^<WC«*i»Ce 
**. ) *3-Kt*DNAt«8U, * < 

PPAR'jr/ K»<fr*tt * ^ t fcGaUSf S^DNA ^Hi^> lfS*fel4 7f 
b^T^WJ^^^-WDNA^tt^^^-it^It^ 

(2) thPPARa, 7 i/;ii^ffl^;;vy7x7-*77-t^ 

*±nftfcLT«v»fccv-iiiawt«*«feo-cJMiLfc. -r**>iE»* 

- r&mm (DMEM) K^IWMtft (GIBCO BRL*±. * * ° ^No. 26140-061) JJ^s 1 o 
%K**J: d fcfcinU 3<bfciR«£5 0U/mlO-?-->U >Gfc50/* g/ml<»M* b ^7 

vji^-lt^, Gal4-PPARS&SI^*-«>MDNA*. ^MP^SA-T* 
>^7x^i/3>CIRU M^^^IO cm dish£2 x 10 6 cellsOTLT^i^ ifitff* 

g, Gal4-PPAR^^^-0.5^g^LipofectAMINE (fffi*. * K *7i2° 
. 18324-012) 50,, lti<WU ±BWdi8hK*ftI Ltio 3 7 Cf« J5-6JMJ 
**t, KtalOaW^I&JMl* (GIBCO BRL1±, **n^No. 26300-061) 2 0 ****** 
fcillx^o 3 7tT-«W«U^ ffllfe* h 'J^VftlKio-C^ftH, 8000 eel 
la/100 "1 DMEM-10%^JfiL«/well^WSt?9 6^7V-b^SSaL. g^JSt 

100^ 1 **1HIL*:. 3 7X:T'4 2*H**U IMIiH, «tt»C«o-CJUV7* 
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[0122] 

SD7 7H:S3l/^fn-;i/M (5.5%H°-^-^f*. 1.5%n^fn-K 0.5% 

L, TGffi, NEFA, T CfTC^ So HDLgSl:io'<^t*1f4^ SB^<b6 
BF^irc~4SB-[IHt^£S# (0.5%* f-JHr/na KSRSS^TSMflUi 

TG HDL, LDLv NEFA. TCt) 4:«3fetfc. ttJB* 
KJ£U,THDL&±#$-^ J/;LDL^ST$^«t\ ilWifeflHtllt 

cd (sd) igs?^ K#^0jHt^ (#1 x. if, mmm 3 & «t arisen 7 -cant l 
*ihihi, 2anRajiiP«^L. tmtia, jUL^ft^aa (ast 

ALT) > JfiLifc^ft (JflL/hW) , £i^iiMt^ (BT> ^> *) WttXMl'fc 



. [ 3 _ (2- 1 5-xf/i/ - 2 - [4- (PJ7JVtn>h*y) -1, 3 

-^-^-9-v*-;v-4--f;v} xh^fy) -4->f^7x-;i/]SSI(i0 0g) ; 

• *;i/5K^v^f-;Hr^a-7,*;Vv^ A (j$^#J) (2 0g) ; 
•^fT'J^vnv^ (firi#J) dog) ; 
•^ H a H-fe^n-7. (8 7 0 g) o 

C3EigL, *-h^V--/-CHn«kj«WUT, 1 7V//U+2 0mgOffi»*^tT4 

. [ 3 _ ( 2 - | 5 -ifji/- 2 - [4- (F^^ton^fy) -1, 3 

xh+-» - 4- >Wx^]ftt (2 0 0 g) ; 

• vy^h-jv (2kg) ; 

• (5 0 L) o 
[0123] 

?y^tt#14*«ffia-tMg;V*fc*>, 3c^*E*n B B fcLT^rffl-C*«J, lfcPPAR7^ 
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Sequence Listing 
<110> ONO Pharaaceutical Co. , Ltd. 
<120> phenyl acetic acid derivatives 
<130> PPJP-29 
<160> 3 

<170> Patentln Ver. 3. 1 
<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response sequenc 
es 

<400> 1 CA 
tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 

gcgacggagt actgtcctcc gagct 85 

<210> 2 

<211> 9 

<212> PRT 

<213> Unknown 

<220> 

<223> Nuclear localozation signal derived from SV-40 T-antigen 
<400> 2 

Ala Pro Lys Lys Lys Arg Lys Val Gly 

1 5 
<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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-ft* (I) 

Hfci] 

R 5 R 6 



<*"K R 1 fcitfR 2 C1-87M«I R 3 {i 4 l75 ;if22 n o 

>Jf ^-ClWftSiiTV^-C & <fcv*C 1 - 8 TA^/Hk ?i-;V^;R li^StiiH^ > R 

5 ^ ir/R 6 tt**®^ c i - 8 r***** ; xi^fift fcttfllBW?-* ; *a 



tti®E4# 2004-3083064 



2004-231546 : 1/E 



^ffllOff #12004-231546 
£tt#^ 50401338022 



gtgf ^5SS±0 0 0 9 4 

ft£j£B ^16^ 8 J! 90 



[HffiHl ¥$163^ 8^ 6B 
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:£-!§• [000185983] 

1. tl^^H 1 9 9 0¥ 9J3 20 

ft m *M*EM**EiMWr 2Tg 1#5^ 

ft £ /hfI D n D If^^lt 



ffiSES-S" ttlSE#2 0 0 4 - 3 0 8 3 0 6 4 
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